(i9> n*mmfiT up) 



(12) 



G: m n ^ 



(a) ui)!&ifm«&*#^ 

^2001-503785 
(P2001-503785A) 
(43)4^ B ¥f£l3*p3 £21 B(2001.3.21) 



(51) IntCl.' 
A 6 1 K 45/00 
31/047 
31/223 
31/337 
31/366 



IS^iJbB-^ F I 

A 6 1 K 45/00 
31/047 
31/223 
31/337 
31/366 



r-73-r(##) 



(:£294H) m^Mlzm< 



(2oaiH#^ 


ft§PF10 -524997 


(71)ffllgA 




(86) (22) {USB 


9 *pl2£ 2 B (1997. 12. 2) 








¥f£ll*p6£ 2 B (1999.6.2) 






(86)BR»DK#4t 


PCT/CA9 7/0 0 9 1 0 








W09 8/2 4 4 2 7 




— . XJ*. ^Ua- VU> H?-f^ 


(87)HIB&8!B 


¥f£l04f 6 M 1 1 B (1998. 6. 1 1) 




6660 


(31>«$fc«Bi3B#^ 


6 0/0 3 2, 2 1 5 


(72) &mm 


, »>-f 'J 7 A XJk 


(32)«5feB 


¥J* 8 *£12£ 2 B (1996. 12. 2) 




"/-f5^ 3XJP7 


(33)«Sfc*fci3g@ 


*H (US) 






(31)ffiife*i±3g#^ 


6 0/0 6 3, 0 8 7 




>^>C ^ N > X h U — h 525 


(32)«5feB 


¥f£9^10U24B (1997. 10. 24) 


(74)«SA 




(33)«5fe«3fe3B® 


#3 (US) 















(54) ^^«t*Mfg*fctt^B)rrsfcje)Offli$fe^«fcrx^ 



(57) \mm 



BEST AVAILABLE COPY 



(2) mi 2001-503785 

2. mtttn.W'\^fflt>\ x^n^A^fc(iB > ^3f;l/t'J S?J< (D 2 0 
) , ^l/y^'Jn-^ y^;l/->y>\ LY29018K 7^-fb7';l/^— 31 

5. i^rm'bwmt\ i^ovAircttB, ^3f;v*y k> fi?j< (d 2 o 

) „ ^^l/y^'jn-^ y*;l/->^>\ LY29018K — ^A, x 

8. ituid£»hW3"J2) N \ x^nyA^/ciiB, ^af^'J K. MzK (D 2 0 
) s ^^l/y^i;n-;K LY29018K 7 vftr/l/^r:'* A, zn 



(3) #S 2001-503785 

m%icfem^$m<Dmm'hmi\*&^%xm*&i5L, retail mtnM'b 
wmiz, ^u#4--fc;k *rc&^(D7'i-u?&i,<immi*'?te-%:h\ Jim* 

1 1. mmnM'l^ftW. x^n^AgJfcteB, ^Xn^Vl/^U H\ ffizk (D 2 
0) , ^i/^y^ijn-^ y^Jl/fi?^ LY29018K 7 V itT)\<^ — t> A, 

i o \cmwL<oi5m 0 

1 5. .iaaa*i«/jN«sij^ mfv^x^ict^^ti^, m^mi omm 
i 6. &mK^*mw-?%rc*b(Dj]mT*&-oT, mmKW^^m^^t^ 

1 7. MSEM/JVgjW, /V?V9ttJW Ji^^P^A^/cfi B, ^3f;l/ 
*U b\ (DzO) s ^\*^Uy^Un-;K y^l/^v^. LY29018K X>y 

6I^tlS, fit^l 6 ^iBtg^So 



(4) ft& 2001-503785 

1 9. MmtnM'h i mmti\ x^o^a^/c^b, ^xn^i^ei; k\ m?i< (d 2 

0) „ A^uyyijn- ;K LY29018K X <Wt7Vl^x<> A, 

o 

UK, MzK (EfeO) , 'v^S'U^Un— ;K LY29018K 7vit 

T^x^A, x^u^'J ;Hfx- (X^>W 5 S^l/X h) , 

2 3. miminM'hWfflbK /WZttJl/, x^n^A^fctiB. ^3f/l/ 

K\ M7j< (DzO) , ^i/l/y^'Jn-zK y<A/i/i?>s LY29018K X >y 

2 4. trff2£»h@j« N JHC^-%-2tl3, ffiWZ 2 2 JCHBic073So 

2 5. tulB»J^\ ?6^^'JV-^ fjfMlK 4. 6, 8, 14, &tc 

It 1 6<D^?tlfr 1 JSJC|e«<D^o 

2 6. Byia^U^— #\ 0.5t200vm£<Dmo)¥m-V^X*m?2>^?u^7 

27. Huta^uv— ij\ m^aT'j 3-/^3,1 



(5) |$g 2001-503785 

5 icmw.(Djjm 0 

2 8. Mm#V^-t>\ #V (*}7ti^<>h» Bjf5j?« 2 5 tcfBtKo^- 

2 9. fufB^Uv-^ #U (?LiO m#m2 5fcl5*<0^, 

3 0. Ml2^U^-^\ #y (¥LB8) *5<fctf#y (*^07^h» ©ntfyv 

If ^ 2 5 (cfBtK^^r £o 
3 1. fulfil Ut-#\ x^U>lf-;PPK^|y % W^2 5fc3Btt©^teo 
3 2 . buBB# U T-tf, >T V y a gxf-h 3r#t?. tmm 2 5 JcfB«c^ 

3 3. husH^UV-^, Transcutol^^tf. gf^^2 5 {zmM.<D?m„ 



(6) ft §t 2001-503785 

&m&mm*mw & rc ^-tot & ft & omamfis & vum 

m&zm. mmm. ^^zimmcou^mmicmm^ 

T^Z>£%%.z>tlZ> (R. S. Cotran, V. Kumar, to&ZfS. L. Robbins, W. B. S 
aunders Co. Robbins Pathological Basis of Djsease, 75H> 1989) 0 

mmimt. m&t%mmmicWi^Tm£*)mz>t>\ mmi^rcmmm^. 1*1014 
mm (mar. ±#bfciw wttm&imm m%.&. ^v*. tx^ 

. ^mmwM, mm ztmcrmmmm mzt,z\ mm, mm, mmmm 

t&m. &zmmtm. nmwmw, mm. ^xm^mmsmB m 

o 

fas 

ttii«>> «ttifesitfiy(ij5esi*e35»}, tkm, mm. & 

^tfmifa^jtec-r, i^?n«, ^14^^> sGffLfc^, $3^0*^0 



sssk: fin lt$3 k> . 250 , ooo^i? l ^mmt>m*znm $nT^« 0 



(7) #8 2001-503785 

Xfn-f Kl!f , 3— &ZfT > h ^ V > (anthralin) ) , :|3«fctf£ 
aWAfcf, 7fn^ Kx ^/bh^^^L/'y h B. PUVA, ^ h h Is**?— 

mf%%Lmmw(D±{*cDmmiz. —*t&rc o > 301 K;i/~ sot K;v©ra-e* 

^mmitmCUS) GKSfc::j3^T350,000A (&1*fe : f§1£= 2 : 1) ^»IL 
<D¥#©3HStf* £D1f14*§ (phase) icitfrTSo COj^tt^JWJilttJEt:* 

MSJigBSfcSa&gT&S £^5M%fiE«&&7b\ MS<DJ§CHfc*fcl£>nTl/>;S: 

s nnfemW. (relapsing-remitting) m£mBVrcft&mm<D&m<Dfc!t>M 
^-7in>-j5^$tl5 (Paty£>, Neurology 43:662-667, 1993) d^K 
s Bet 



f 



(8) %m 200 1-503785 

aseron (ffl^^-Y y x n 1/ fi -\ ; 17{i^^2n/c £ h^y^-7xn 

X Cys®Ser/3 : Ber I ex/Chiron) ££HiAvonex (fflM-f>^-7iO>M 
a ; «l?LS]^»-eM^^n/c^Un^;Wfct: h^y^-7xay|3 ; Biogen) 

Mftltmmiczm-Z n§ <}; 5 T{*&1,\> Betaseronfe^ t&fto M^BMK 

it, OTfrwe>ft£ : mmmiiKm (&m, mmm. ts&ximm . & 
^mc^yy^jLy-^m&^mm c^m, mm. to^-cfmzo 0 

U^^^TOi^ (RA) ii x UiWAn<D 1 %~2 %tc:fg^bTi/^g^14'«tt 

Sfc^TT SA^rfc*. f < o ?) t±t ^W^fL, fit;: 

^ h Ltt^o American College of Rheu 

matology<DMj5:COmM (Arthritis and Rheumatism 39(5) : 713-722, 1996) Kit 

. Bfefc <* ft fct£»f *5 «fc tms l t v s iimvmmKtt? % m&*& 

$?rZlfLVW?-mB (DMARD) fam<Dm^M1&tf&£tl%> 0 ^V^i, MA 
*S<OS#Kl^br, U »>T^-^#<D60%~70%tC<fc*)^$ftS^^S N 

*-9--h}i&sifcfcB3t>6-rjiffrsB# gs#<d5o%&±) -viz, m=.mo)im 
) #«*ic{sefflSftT^So 



(9) ^2001-503785 

msSa.mm^.(D^M^m^X^^o mW(DWm (U. S. Heart and Stroke Found 
at ion) K£Z>t^ 6 =f 75" A^Ik. o^±d^ifaW^S<9fl5Ss 

#J (0>J^«\ XfO'f K) , iM¥?#I55» (VSMC) it^llftihgij ($J?Lfc£\ 
^-») . &J;£mrtj£{r: (reendohelialization) cD^WJ (0>J^^\ iMWrt 

^14flm€ (IBD) fci, /h»j;r/«-eco^^/c:«««^?i^^ci^ta 



mm-vMM^. ^-bt», lo^raoama^ t& l^fonn^mct 



(10) ¥fM 2001-503785 

fe«fc^s^\<o«?Lm^) . i*bxf\cm>mmM m%.&. aria) 
01059 «s»3tf>fe<fctffl8^o*r 

dBis l rc#m.*mu~t sc^c^rc (Dmmmk^mmt &ciii£M&&& 

ffi£^flfc<fctf ftj®WM2iS,&fc fM^tifSo IgttffiBtf 70fr e>80%©i& 

Kmm*fem&-f. n58*tm^t>\ ft&mvt*maL?z 0 



(11) #S 2001-503785 

^m<Dm^<Dm^t>m^nx^5fo. ntuaz, en 7^'jy»^ 
(2) mpm%m$ifiE<Di&m. is&zf (3) y^y^^rm^m^^n^o 

m®.ftmmmmxc\t. mx.&. nam, sm?e. ta-raw^iu jm?u-:/ 

*^?%mm<D 7 % N ?#too . i %, LT»aa^»fD.€#©*!j2o%tcM.e> 
^-ffiMBjJWBsft. 43 j: «2g£s&^Miak 43 «j; tf -v > ?<Dmm~e$> & 

o ^W^U-y > »^tfo/cS#C»^]40%^fg'r§ (Settipane, Allergy A 
sthma Proc. 17(5) : 231-236, 1996) 0 

(2) mWBil3&Tfm9t*?jm±L'?ZZL£. ts&Zf (3) n^^Krrscfc 



(12) 2001-503785 

sci:te<fcs*o^a^w«ftt*siH-rsci:-e*So b^u *^u-yoi 

tt-a-flf^^fc^do A^U-^MO/c^cDftilO^^^. HI- Hz:/*— 

^#-rs^jiBi:it^bTwmwj^ii#tb, ^br»PBb/-cfy^^e>tc 



(13) mm 2001-503785 

¥M*. Z*V>m (0»J*.fcJT. ^*U*4Hrrt/;l3«J:tf F-fe*3r-fe;l/ (docetaxel 
) ) „ iiy^T-iyy, x.\y^v-u\£y (eleutherobin) . ^3i/^fyl (sa 
rcodistyin) . x.tf?-u> (epothilone) A&^U-'B, ^Xnr^'J K (discod 
ermolide) , SzK (D 2 0) „ ^^by^Un-;!/ (2-* s ?-)lr-2,4-^Z/#l/i?* 
, y<;\/i/i?Z/ (3-7*7 *?7 7 s ; i/l/) . LY290181 (2-T^y-4-(3-tf U 
i/)V-4H-7-7 b (l,2 : b) v-3-*;l/ K— h U )V> , 7 >y {tTVl/^ —V A, x 

ft (^v-;Mf talp) „ iftrlMtt (1905 ij*xt;WD ttHJc' 

^■Dxmm^n^mmm^ ^ryxuv ooonmoi/o i^i^/v*^ ciommo 

I/O . (gibberelin) , XCH01 (^S/^fll^^^^ 

St) , uv*x7rf^i> u^a^*^ ffiMflSH^ (0o*.fcr, #y 

L-'J ^y^o^^x^V-rV^V) , yU-bn-;l/M«M. Triton X-100Wff^t 
^ICM, «'hfif*SII8ii*>v^3l (011*. fc*. MAP2. MAP4, tail, big tau, x 
yxny>y, ifilf-l-a (EF-la) , fe<fct>*E-MAP-115) . «ft (#J*.fcf 

% (wm±\ w&mm. 45&zfm*w7) , &&ftmw<D&<D#y 

•^y^-H (stable tubule only polypeptide) (Mx-li\ ST0P145*5<tt) ; ST0P220 

wMKim. nmmmm, &mmgm&. &&vi&mfflm&&&*iti&o 



(14) 13112001-503785 

il-a-tk ^fctix^y— ;K -YV^ntf/l/^UX-r— K fe*tf* 55 
:5:40) <oi&&ffc ; x#y— ;W3J:tFx>r^— ;l/*t«feD-U t^yoS^* ( 
TKWO^fcttiRL) ;^>;n-;l/ (M, x^b^^Un-^^/t^ynlfW 

-fep— ;k ^l^^l^X^r^vJl^'J-feP — ;k TranscutorcDJ^te^ 

y h ^©s^ft^ * n s o 

-? turn %&£&&<, 2e>^ ^dm^^^him, f;ux, ^/t^m^ 

01A«, (5xi0 6 «/ml) ©Mt^Vx^ftCPPD^ (50mg/ml) 

w-rsffc^^s^^-r^^-e^So (O) ^*u#4Hr;v&u (•) 4. 



(15) 2001-503785 
5{ilL (A) 14/iMx (A) 28/xM, (D)46/iM ; n=3 tC&tta^ V &*JD\s ( 

r^y-;Pj ££>t^?) <d$jJH 0 sib&. Mjt^yy-yfccPPD^if,!^^ 

{b^l§^^J;-pTSiJ^^n/cJi-&(D, ^yy^yft^^f;/ (zymozan) 

0id&, {b^fg^^.fcoTliJ^^ti/c^cD, ^yy^y{fc^^+Fyf^»fcFf*> 

^- - yffclM' ^r1f>R«E»*«{fc^^JC fct* a LY2901 8 1 £0^^^^^ 

y-e&s 0 

H2ti, Jfil^^V— VfbCPPDJg^ (50mg/ml) ©JS^Ftefett 58? W (5X10 6 

ml) ^O^/f- AtttB*^-r^7T»*a 0 (O) ^ D ^-fe;l/% U ( 

•) 28 /ill, (A) , (A) nyhn-;l/ GM&J; 

03Afcfc, Jfe^^y— >{bCPPD*SS (50mg/ml) ^(DfomOSlf (5X 
10 »/ml) tC ( i;§7-/W+'>F7-t>'gt^t^77^§„ (O) 
/<y7y ^•fe/P&U (•) 28/iM. (A) nyhn-/l/ WW ;n=3T 

T&So 03C«, CPPD^^#$fTOX-^-^4^^FT-^-^M^^*5tt^LY 

29oi8io^^ry^yT^a„ 
04A», M^yy^y-fk^-f^-y-y (img/mi) fcttbTj&^-rs*?^** (5 

X10 6 «/ml) ©{b¥^J5S^F«^-r^57T*So (O) D *3r-fcr;l/&L 
, (•) 28/iM; n=3-eO^^U^^-b;l/0^m o EUBii, m^fV-^it^ 

'C^y-^mwifftpmx—ji— **cv h7-tyi4^ty77?feSo (O) 

/S^U *^-fe;l/&U (•) 28/xM. (A) nyhn- ;P (»m$0 ;n=3T? 

05Ali, «^y°y-y{kCPPD^ (somg/mi) ^OfSStCfeltS^^ (5x 
10 MMMD *^0$xa^;l/4-4=-^^— bSJcaj*3S"r^7T»36* 0 (O) ^ 
^U^-fert/fcU (•) 28/iM, (A) nyhn-;!/ 0««0 „ (A) n 



(16) mm. 2001-503785 

n=3 Q 05C*5^t;5D«, LY290181ft\ CPPDlS^W^mcfelt^ U V>— 

o 

012A~12Hfi:. n7^t-«%Pfiit§I^OW^fli©M^t7 

0i3A~i3H{i. yu^vv^^micmf^m^(Dmm^mmcD^^7f^ 

014A4ocfc^l4B« N (?t*2*lTi/^l,\> ^t-t^Xh (ther 

mopaste) «gLfcH«^-r^CAM<D 2 O^^T^^o JSSRfc:fci\ 014AM 



(17) mm 2001-503785 

Y^^TmttfaKfci$z>o mum, i5kte^zn%cm(Dj&m<Dwm~?:&z>o is 

m\5ki±, 6Bi©»t»t?iT^§o mmiz, 
m^mcomwm^mr^m v rc -r ^ ^ ;w t ^ > t° ^ - # -rv x 7° i^^mb. ( 1 040 

x) -e&£ 0 ^15C&, cfcO^^^Ttcfe^ifiiW^cfcoT^ffl^n^M^Hi (c 
horioallenteic membrane) (CAM) ^/hifiig^^t" It+tXf^ >ff(D^M ( 
^EP;i300x) T&£ 0 CAM^iioT«l^fB]lC«b, ^LT^gS^ 

H^;I/^Id^Lfc, 0.5mmjpcOor§i14-b^^3 >^t?ll?^§o 

(E C ) , ^i&w (^91) &£zjm£LisrcnmmM%:^ts 

tfiBEM (M) , &e>mc-Mrt/BEIit (En) CAM<DM (400X) *7rst 

o 015E&, «?lftMl^;l/ (3500X) TOWC&D, c<1T\ ftSl^^ 

016A, 16B, 16C, *5cfc016D«. 10ml<£>^;l/-tr;l/n— Xl^/cDOlO/zg/^ 
U ^^-t;l^tC48«^L/c^^}l^L./c 4 0<Dg&ofc^!&feCAM<D^#;Wt: 

£-CAM&C±lC#ffiU ^LTjgDajfil^a (Is) £t$>lC 1 OCD»W14 N /— V (A 

) ±£gae<*n3o cn6<D«mi4^fcJu f^x^i^t#si, f it 



(18) &m 2001-503785 

&&xfjukw<Dmft<ott&mit mvftv (elbowing) j a&m (kqudm) 
mm<D^mtism G£eposo %m-t^m (-400 x) -e&£ 0 nmm (e c ) ; 4>k 

M (M) ; (En) o mm (=400 x) gI#Of^ 

) ^fit^Ct^to ^17C (=400X) f£ N ^ifilWffiy— ^^D^^nS^C^ 
m\8M$ (=2,200X) m&ftm (*) ^±^0 7c3 0cDrtJ^W^^-rS 

^emm (ec) (D-r<rT^mrct>^yb^mm^to ^w^tf^Ei©^^ 

lC4ott^(/Ko^C)ftil(D«^t^rcW^§i^±^oTl/^o 018B (=2,800 
x) & N nrac>a^^i&W^MdjbfcM»^^ffi^ifiiS14ffi^ 

-r; ctieoj&fMsai*, mi£(D±-&MM (*) ^n^^^^^do 

(^01030 o |^18C (=2,800x) & s ;%^\) 2**.Mcn 

, IL-Hi, AP-ilE^rSffi^M-rscit^-r^n^ h7?fe& 0 il-i 

(37°CT\ ^n^nS^^o^^.QCDpH^cD, 10%HP/3f3CD4oJ;tfl0%HPyCD 



(19) #8 2001-503785 

m&$><D20ng ml ' ) o 

024tt, 37°CT^ ^U^-fe^Wo^tfyCD, HP/3CD. ^/c«HP y CDCO?!^ 
025fcJ\ PDLLA-PEG-PDLLAffi^ftOHWBiBjSE, i^/l/k 0 -, ^HR 
026te „ PDLLA-PEG-PDLLA*5 J; PEG^DSCIt— t ^5 7 %7jkt 7 % 0 

027«, 37°CT\ 20%/^U^+-tr;l/^«L/cPDLLA-PEG-PDLLA^U^^- 

028A, 28B. $>£Zf28UZ^ U £^-fe;l/<£>-f ^t£ h nM(DP^(D2 

0%/^ U #4^l/£^bfcPDLLA-PEG-PDLLAv'U y^-<D^?T$«, 

(a) , as (b) . ^.ttfMS (c) tc*5tts^{b^-ry^7-efes 0 

029te, 37T:-ecDPBST;l/^^ >MM4^«m^^PDLLA-PBG-PDLLA^ 'J 

H30&, 37°CTOPBST;l/^^>WM4'^43tt^^m^cD, 20%^^ U * 
^•fe;V^«L/cPDLLA-PEG-PDLLA^U>^- (20%PEG, 1 mmffi^) (DtfjVmm 

031A, 31B, 31C> 43«fctf31D«. V Z*&\sm&(DM&£ZfW(.th<Dm(D&. 
^L/cPDLLA-PEG-PDLLA^U >^-<DSEMT-&£ 0 A : 20%PEG, 00 ; B : 30%PEG. 
OS ; C : 20%PEG> 690 ; D : 30%PEG, 690 O 

032«, 3TCV<D, 20%/^U^^-tr;l/^JKLfcPDLLA:PCL^lx^K4oJ:tJ ; P 



(20) mm 2001-503785 

^U#^-fe;l/--tf^> (l : l) x^-/W;J\ 3 

WSL^O^X (17B ; * -y $/.=l# 140* fcti #60) 43<ktf^ta% (p?>y^3.#14 
0) <&m&CD$m%:^~?y^7-V&& 0 t h U y ? X<DffiM<Drctblc. /*t?V# 
*-fe;l/Hf 5 *>$*lc270ii vffim^MW. IH-XhfeJ; O"30 % -tf 5 ^ >£ra" 
fr^-X hfcifcrrsaij^ 4WrH«lci4J||fbfeo x^— fci, 3-^:/;I/<D 

H36A, 36B, 36C, 43<fctf36Dfci\ 37T:T? 6 Bflig, Sg^K^cMT Slu (36A 
) 43<£tm (36B) (DA^U^^-tr;l/ -tf^*->-PCL (20:20:60) ^Xb^g 
W^:ilMai?lT^§„ ^m36C^<J:t;36D« N 36BJ:D^«/^^T^D 
, U #4Hz;l/ (n <y FSD fe^tRrW^ h 'J ^ ^XOlW^^t 

o 

H37A*?J:tJ ; 37B«. y ^^•fe;P5n.aCAMtc*3i/^T«e© N /— y^t, 
-tf^^^-PCL (37A) fcAtM* U ^-b^-tf^V-PCL (20:20:60 ; 37B) ^ 

038&, 37°CTtD7j<^-eC)^^n^X h U ^fe^OV^ U ZttJVtDfflmm 

039&, 37°CT©/^U^^-tr;l/4ocfct>>CD, HP0CD, */c«HP y ZWM^it 



(21) 2001-503785 

04OfcJ\ 37°Ce<DJV7 V X^-fe;K fc£t>'50 : 50?J< : JL^t y—)Vm&.^(DM F 
041(2, 37°C-C ? ©0, 5, 10. ^/c«20%HPyCDi§rWC»^^U *3r-te/l/<E>?8AP 

042(2, 37°C, *5cfc(lF^tl^n3.743ci;tf4.9£DpHTO, 10%HP/SCD*3«J;tf 10% 

hp y cwm»<D^ u ^-t^ (20^g/mi) <?x mgEsnfefa— ^^MS^^ 

043C«, W^^^U^^;^LTOEVA/F127^^;l/AC)I^?f4^ 
t^7 7T'feS 0 043D&, WW>&^^U^^-b;b*sL,-??OEVA/Span807'^;V 
A«}PI^-r^v7T^^o 043E&, S^tDEVA/F^:? ]^ K (CONT'D X 

044(2, PCL^^nX^xT^^-r?)0.5mlO» (iftK5X 10* »/ml) 4>tf> 
£?4>££ (20mg/ml) 5 * nX7 x T^fc^^JtS^fci&ttS. #l>v— 1f=^n 
77i7 ©MM" 7*V- ^\\Lmm^<t 7=7 7-V&&0 

045(2, PCL^^nX^xTiC^-T^^ffW (5xi0 6 M/ml) «D{t^^fijS«F 
(C^ott^t/l^n— r^r >^«+/-2%Pl uremic F127<D$jJH^f 7*77T^§ 

o 

046(2, PHMA^^nX7xT^^ft-^$?W (5X 10 6 W/ml) CD^^f^fS 
QKHsttZyXsU—Tj ^^Mt+/-2%Pluronic F 1 27<D$h%k%7sk~$~ 7*77t^ 

047(2, PLA^^nX7xrtcM-r^$f^ (5xl0 6 TO/ml) ©ffc^SBrfrSgr 
\<L$S\fZ>7°\sn—7--( >^«+/-2%Pluronic F127^m^"r^7T36S 

O 

048(2, EVA : PLA^^nX^xTtC^f-r^^^ (5X10* «/ml) <D<t¥f£ 
^mcmf^Ua—v-^ >^«+/-2%Pluronic F1270^^f 
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5o 

— r-r >^IgC (2mg/ml) £fct£2%Pluronic F127, ^VPIgG (2mg/ml) <D$jlH 

— f-^y^lgQ (2mg/ml) £fc&2%Pluronic F127s 3fcl^t*IgG (2mg/ml) <D#jJH 

—r-fV^IgG (2mg/ml) „ ^fc(i2%Pluronic F127. ^l^TIgG (2mg/ml) <D%} 

052ti, EVA:PLA^^nX7xrJC^^^^^fg7 l e^^^ott?.s ^ 
1^3- xf^IgG (2mg/ml) , ^ /c«2%Pluronic F127, &l^TIgG (2mg/ml) 

©$jjn^-r ^ 7t^i»o 

053A«, 1%, 2%. 5%, * tcltm%?^ U *4Hz;l/^W# U 

7 7^/l/W7 77^§o 053Btt. hn-;l/57n7>7x7T«L 
rtCAM^-TWe^^o 053Cte, 5%^7^+-b;«»t/c5 7nX7x 

37hD-;l/57D77x7 (PLLA:GA-85: 15) OtfrW^XOSiH 
^f^77^§„ 
055J3:, 20%/^U^^-b;b^7t«L/'c^<7nX7x7 7 (PLLA:GA-85: 15) <D 

H56&, 37hD-;l/=7DX7x7 (PLLA:GA-85: 15) <DW.^^C XOffiH 
^t^77T^§ 0 
057fi, 20%^^U^4^-fe^?tJKL/c:^^nXXx7 : ' (PLLA:GA-85: 15) <Q 

H58A, 58B, :*3j;tf58CfciU ^ktS5^DX7x7<0^X<DlBi&6mcP 
LLA*5<fctfGA<DS^Oit^60. /^U ^^-tr;V^tti3£JS7 p n7 7'-r>'P^f 
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^63A43 J; t/63B& , ffiMMffifc 43tt 3 7 ^ 7n * * ^ :/ 3 - h PLLA ^ * n X 7 
i7 (63A) „ t5Wlffl|tt1t§|ij (L-iJS?y) ;^nx7i7©fl 

mem. 5^;t/<E>/**u*3Hz;w>v ^^-y^mmmw^^ h^fjuas 

065A~65Dii, ^^-^fymmmW^y h^VHc&tf & ^-tr/M4^ u ^ 
^66A~66Cte. hS^IHP^^M^HS^Wr^So 

mem, ^7X(Dmc^f^^^vu>K^^mm^m^i^comm^m'r 

^77Tfe5„ fLt^^t\ 1 \s\<D 1 %<D^*U ^^=- 

n<Dm^<DMfeK&iTfemisrc 0 7 ? -*fci¥*^I+/-SD (n=5) ^^t 0 

**p<o.oi ; ***p<o.ooi 0 
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x— ^i*TOffi+/-SD (n=5) ^^f„ *p<0.05 ; **p<0.01 o 

comm. fLTW, iB 1 @«o ^Jti^fi, ^^ly>^m<DM(Dm^t 

tmi^rcm^ no&moimfeic&^Tfc&vteo "f—^i^mm+z-sv (n=5) 
^^t" 0 *p<o.o5 ; ***p<o.ooi 0 

£J±$£L/-dI£\ W<D|g^5i<0»J^jcj;oT^fiLfCo 7 :: -^«TOffi+/-SD (n=5 
) ^^to **p<0.01 ; ***p<0.001 o 

074« , DM20 h7>X^i->y^X <7){*fi fc: 45 It S / U # *-te ;KD$J^ 

U *3Hz;l/ (2.0mg/kg) tilt, ^^?270@ML/c„ *glHfej\ 
U ^^^WILfc 2 ££<DlM&4o<fctf 1 EEO^MKl^ltCOl/^TcD^m-e 

075« , h 5 ^X 5^ i - y ^ ^ ^ X lC4olt § HttftStfcOiifT IC 43 frt § «ffl«P^ 

mm* wit **>ji<mm<DStom:*7jk'? ^7t^So h 5 >x ^ x - v 5 x 

£ 1 ilP^C 1 jK, 4 MBS (01, II, 21, 4o<fctf3iS) 20mg/kg4V** D # 
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mZLfco -r-*&, ;^ >J m/Wtti h^^^i-y ^V)^ (n=5) , 
IScfctfn^hn— (n=3) fclo^T, (^TOjE^tcot/^T 

) iiffl^nfc/^u^^-ir^-x b*^? 0 Jzoimmmmommmm*. 2.5m 

g^nyhn-M-Xh (76A) „ £fc&20%/^ V ^^-b;l/^3ft«L/c2.5mg 
<D^-Xh (76B) cD^^ti^WHLfco :ayhn-;«», 

SrGFAP (?S14{bM«W©^-^-) Tl£€iU f tt»WtMit/c<, n 

»APb^;l/^IE^M^JjttJ:l:^L/co LfrU «^mi&^T&ofco ^ 

£>M'>U ^LTGFAPP^l/^Mh^^X^x-^^Mil^L/'Co 111$ 

079Afe^O79B^, /^U^-tr/l/#\ $x'j yi&M&t 1 y^^M^*??- F ( 
GP68-88) *5^t/ConAtC^f^)iS^C$3i/^T, TiBJKPlft^ilt^t 
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^77t^§„ RT- KDTMMMm<D48mmmmt£. mmmtl-T. GP68-88 
(A) £/i«ConA (B) Tsft-Dtc 0 U ^-fe^&^t/^lf \L 5 )\< -te/b) 
£\ ^»McDP*im£fc&24^^^ /^U^-te 

08OA, 80B, 80C. *5<i: tf80D«. y*jVi/i?Z/*5 £Zf/^ V *4=-te;l/#. IL-1 

081A*3j;^81B(i. ^'JX^/l/WWh (0.5%) m&£Zj492nm-V<Dm.yt 
mK£%femiC£-?TM7£Lrcm^ t: (LNCaP) (2xiC) 3 *ffl 

3», ifcffittfllJ&fL ^f§1Mfb!E. HK^, SWttBlk 43 

D»?n«^tT?*«, /£tB&«*<TO&c^ (#Ux. 
Smiths (Cancer Lett 79(2) :213-219, 1994) *5cfct;Mooberry?>. (Cancer 
Lett. 96(2): 26 1-266, 1995) tC^oTSB^^tl^r y-fe^T) ^ifeTT 
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fc&iXW) WD2;7c&4sL<D<,^nfrT\ ^ffigpfii (^/cii^SC)?g^>S:g|5{u 

5v$**zji (Tmc£<ommicmmzn%>) %>&x}v*iZ3-*im (schiffe 

, Nature 277:665-667, 1979; Long&cfct/Fairchi Id, Cancer Research 54:4355- 
4361, 1994;Ringel:fe£c/Horwitz, J. Natl. Cancer Inst. 83(4) : 288-291, 199 
i;Pazdur£>, Cancer Treat. Rev. 19(4) :351-386, 1993), ulU 
yy-U\£y<MX-^ *H#fFl*l5, 473,057-5§), ^r^Wj^^m^^^J^^ 
> A #-§•£?), x#n^n>'A*5ci;t;B(Bollag6. Cancer Research 55:2325-23 
33, 1995), ^Xnf/VtU K(ter HaarB, Biochemislty 35:243-250, 

1996), M?J<(D2 0)(James4o<fct5Lefebvre, Genetics 130(2) : 305-3 14, 1992:Soll 
ott£, J. Clin. Invest. 95:1869-1876, 1995), ^^l/y^ij3-;K2-^f 
/V-2,4-^^;*-;l/)(0kae>, Cell Struct. Funct. 16(2) : 125-134, 1991), 
y^Jli/^>(7-7 1 'yifT7>Si/y)(Mooberry£>^ Cancer Lett. 96(2) : 26 1-266 
, 1995), LY290181(2-r^y-4-(3-tfU> ? ;l/)-4H-^y h(l,2-b)lf^>-3-^;l/ 
K- h U;l/)(Panda6> J. Biol. Chem. 272(12) : 7681-7687, 1997;Wood£, Mol 
. Pharmacol. 52(3) : 437-444, 1997), 7 vitTtl % ~^MSon g e>, J. Cell. S 
ci.MMH: 147-150, 1991), l^UV^iJ n— A,\£ X-(X^->W 
^ h)(Caplow^3 J; tf Shanks, J. Biol, Chcm. 265(15) : 8935-8941, 1990), if 
U i/>Ji^;l/aiXx7KMeji llano Biochemistry, 31 (13) .'3478-3483, 1992), 
^y^n-^-;PJrL^^^^-^^7 P ^( Leu p )N Proc. Natl. Acad. Sci. USA 91 ( 
22): 10690-10694, 1994), ft'bWY*>7V4&m$^i?m(Z*V--Jl'm*> 
TALP) (Hwang £>, Biochem. Biophys. Res. Commun. 208(3) : 1174-180, 1 

995), ^.mic^-ormm^nrcmmjm^ci9omosmo\/imm. -r^xuxioonmo 

l/L), */fc«y;P^^>(lOnmol/L)(Haussingere>, Biochem. Cell. Biol. 72(1 
-2): 12-19, 1994), (ohba 6, Biochim. Bioplys. Acta 1 158(3) 
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:323-332, 1993). z/^UV XMita&J^c/Shibaoka, Protoplasma 199(1/2) : 100 
-109, 1984), XCH01 ^ym* y^M) (Yonetani6, Hoi. Biol. Cell 

7(*i3i):21lA, 1996), U V *X~7 7^y>8£(Cook6, Mol. Biol. Cell 60i 
M):260A, 1995), V ^ A^*:/(Bhattacharyya4o<J;t; Wolff, Biochem. Bioph 
ys. Res. Commun. 73(2) : 383-390, 1976), mVom8&Ml&ft(M*-&, tfU-L-U 
^43<£ to ^Xx >:>:/) (Akashi£, Planta 182(3) : 363-369, 1990), -fe 
n-;l/MM(Schilstra6, Bioehem. J. 277(Pt. 3):839-847, 1991 iFarrel 143 
cfctfKeatcs, Biochem. Cell. Biol. 68(11) : 1256-1261, 1990;Lopez^, J. Cell 
. Biochem. 43(3)1281-291, 1990), Triton X-lOO^/Mf^tfbifW^ (Brown £> 
, J. Cell Sci, 104(Pt. 2):339-352, 1993;Saf iejko-Mroczka&cfcc/Bel 1, J. H 
istochem. Cytochem. 44(6) : 64 1-656, 1996), M/hWPiI^ H($J?tf£, M 
AP2, MAP4, tau, big, tau, Ji>Xn>^y N ^ftHRM-a (EF-I a )*5^tfE-M 
AP-1 15) (Burgess Cell Motil. 

Cytoskeleton 20(4): 289-3000, 1991 JSaoudi J. Cell. Sci. 108(Pt. l):357 
-367, 1995;Bulinski*3<fct>Bossler;j. Cell. Sci. 107(Pt. 10) : 2839-2849, 19 
94;0okatoa6, J. Cell Biol. 128(5) : 849-862, 1995; Boynee>, J. Comp. Neuro 
1. 358(2):279-293, 1995;Ferreira43<fctfCaceres, J. Neurosci. 11 (2): 392-40 

0, 1991; Thurston 6, Chromosoma 105(1) :20-30, 1996;Wange>, Brain Res. Mol 
, Brain Res. 38(2) : 200-208. 1996 ; Moore aud Cyr. Mol. Biol. Cell 7(*$M): 
221 -A, 1996;Masson4o<fct>Kreis. J. Cell Biol. 123(2), 357-371, 1993), W\ 

. Cell. Sci. 108(Pt. 0:357-367, 1995;Simerly£, J. Cell Biol. 1 1 1 (4) : 14 
91-1504, 1990), rtHtt*/hS«afi(fl|*fcr H ttftfl}& :^^:fc<J:tfGT0** V 
^)(Dyee», Cell Motil. Cytoskeleton 21 (3) : 171-186, 1992;Azhar43<£t;Murph 
y, Cell Motil. Cytoskeleton 15 15(3) : 156-161, 1990; Walker 6, J. Cell Bio 

1. I14(l):73-81, 199i;Drechsel43<fctfKirschner, Curr. Biol. 4(12) : 1053-10 
61, 1994), S^«fflm<D*©*U^^K0»J^ff. STOP 1 4543 <fctf ST0P220)Piro 
llet6, Biochim. Biophys. Acta 1160(1) : 113-119, 1992;Pirollet£, Biochem 
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istry 31(37):8849-8855, 1992;Bosc6, Proc. Natl. Acad. Sci. USA 93(5) :21 
25-2130, 1996;Margolise>, EMBO J. 9(12) :4095-4102, 1990), }5<fctf*r*#5i 
f5^^e><D?i^(Nicklas4o <£ tfWard, J. Cell Biol. 126(5) : 1241-1253, 1994) 

FT&t> (WaniB, J.Am.Chem.Soc.93:2325, 1971) v/tM/^ F(i, Taxus b 
revifolia Pacific Yew. <DS*^nS£<t^n/*c«^. &e>mcPacif ic Yew . COT 
axomyces Andreanae4o<££f Endophytic Fungus(Stierle^>, Science 60:214-216 

, i993)^e>t#6nrv^s. 0 r^u^-t^j 7nK5v*, r^ny, 43 

J: 

tfSftft: ( TAX0L®, TAX0TERE 8 , F-fe^^-fe)W (Docetaxel) . )\>7V 

^+-fe;l/Oio-7 f X7'-fe^;l/T^-n^ fccfctM* u ^-te;KD3' N-fX^^V 
;l/-3' N-t-7 hJristUl'tf-JlT-ruy) *^*tlS C fc^*W*ffl«'f TSWI 
SnS^fTTfcS) fct, ^H#JC^<DSfl5 (0>J*.fcf, Sciffe>> Nature 277:66 
5-667 , 1 979 ; Long*5 <£ Zffa i rch i 1 d , Cancer Reseach 54 : 4355-436 1 , 1994; Ringe 143 
Jct/Horwitz, J. Natl. Cancer Ins t. 83(4) : 288-29 1 , 1991 ;Pazdur 6 , Cancer Treat 
.Rev. 19(4) : 351-386, 1993 1 W094/07882, W094/0788K 094/07880, W094/07876, W 
093/23555, W093/10076, W094/00156, W093/24476, EP590267, W094/20089 ; tK 
IS^fFlUS, 294,637^, P0^5 , 283 , 253^, |B3ff|5, 279,949^, |B|^5,274, 137#, 
151315,202,448^. |5Tfg5, 200,534^, |5jg§5,229,529^, ^5,254,580^, |53gS 
5,412,092^, |WJ^5,395,850^, |B]^5, 380,751^, |r!^5,350,866^, IrHS4,85 
7,653^, 151^5,272,171^, |p]^5,411 ,984^, |33H5,248,796-5f , [53^5,248,79 
6^, (BJ^5,422,364^, [o]^5, 300,638^, |s3fg5, 294,637^, 153^5,362,831^ 
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, IrI^5,440,056#, 1^4,814,470^ |pjfg5,278,324^ IrI^5, 352,805^. |s) 
^5,411,984^ |pJ!g5,059,699^ |Wl3t4, 942, 1844§ ; Tetrahedron Letters 35( 
52): 9709-971 2, 1994 ; J .Med. Chem. 35: 4230-4237, 1992 ; J . Med . Chem . 34 : 992-998 
,1991 ; J. Natural Prod. 57(10) : 1404-1410, 1994 ; J. Natural Prod. 57(1 1) : 1580- 
1583, 1994 ; J. Am. Chem.Soc.110: 6558-6560, 1988£#Hg<DC t) ^rfUfflLT^ 
m\cmWkZft%Z>£i\ &1t&m%.&* Sigma Chemical Co. , St. Louis, Missouri( 
T7402-Taxus brevifoiaE&3fe)^t?, m*<D&MM&mMfriE>m<E>ftmZ> 0 

^f-K-fe^V— ;K 7,8-yynyn/^4-9->\ N-W^-T-fe^ Ky. 6,7- 

;k lO-rT-b^l/^+y— ;l/ (lO-rT-fe^W^^^yillfi^) , *3rV— /I/ 
©*x*y*^y43<fctmg?^#{*. ^V-;l/2' ,7-^(r,2-^v-fe>i?*;l/ 
*>ith'J'>i,), 10 -fX7t b 4^-11,12-^11 FD^V- ;l/-10, 12(18)- 

lO-rX'7-fe h^F^^^V— ;K yn^4^y-;l/ (2' -43<fctf/3: 
/c(i7-0-XXf^i#ft) x (2'-43<fct>7^fc^7-0-^^a»f*) , ^+y— 

;v$iJitW^-a-/?Jc, y^n^+y— ;K 9-^^y^^+ry. (i3-r-fe^;i/-9 
-r^+y^^yiiix 9-^^y^^y— ;k 7-^+^-9-^4^ y^^y 

6 XfK \l Fn^v'fe <fc tf tert-y h 4ri/^;l/4?— 5 X *-&t?0i9M* 
, X/V*y{fc2' -7* u n-r;i/^+y— ;V43J:tfx;i/*yfb2' -Q-7t/Mk&*rV 

k ^-T-fe^V^+y— ;K 7-T-fe^;l/^4 i y— ;K 7-^'J^^*/W^-b 
#+y— ;K 2'-oh-7-peg(5000)*;W^^— h^+y— ;K z'-^vW/Ms^tf 
2' -7-^>^;v^+v- ;i/S§*|{*. K^y * (2' -r-fe^yi^+y— 

;V ; 2' ,7-m^l/^+v-;l/ ; 2'X^^;l/^+y— ;V ; 2'-(0-7^~/k>- 
^+y-;l/;2' y-r^y|§^ (butyryl) **V— ;l/*;l/><— h ;2'-xy^~ 
;l/^+y-;l/^oi^by^u n— ^M^Sf* ; 2' U ;V#4ry— ;V ; 2' -(N,N 

-y^^;l/y";^y;V)^+y— ;!/ ; t -[2-(N,N-^^^;VT^y)yn tr^;l/] # 
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ti'&fwmmi*. 7dK77^ {2' (N.N-^^^r^yyntf^-n^^^v- 

;k 2* (N,N-^^;l/^U->;l/)^^V-;K 7(N,N-^^f;V^'J -y;l/)^y- 
;k 2' ,7-^-(N, N-^f;V^'J^l/)3?+y-;K 7(N,N-i/"xf;l/75y^n 
tr^--;l/)^^y— /k 2',7-SMN, N-^x^^T 5 / ^+ V-;b 
, 2'-(L-^U^;l/)^^V-;K 7-(L-y;^;P)^^v-;K 2',7-^(L-^U^ 
;K>£^y-;k 2' -0.-7^— rtO^y—Jk 7-(L-T5-;i/)^^v-;K 2' ,7 
-^(L-7^-;V)£^y— /k 2'-(L-n-r^;i/)^^V— ;K 7-(L-n>f 
y— ;K 2' ,7-y(L-n-f^;l/)^^y-;K 2'-(L— fyn^^W^^V- ;K 7- 
(L—ryn-r$/;i/)^^y~;K 2' j-^a-rvn^^w^^y^- ;k 2*-(w* 
D;i0^y-;k 7-(L-^y;i/)**y— ;k 2\7-^(L-^i>;i/)#^y— ;k 2' 

-(L-7x^;l/77-;l/)^f+y-;K 7-(L-7iX/l/77X;P)^+y-;K 2\7- 
^(L-7i-;l/77X/W^^y-;K 2'-(L-7nij/l/)^+y-;k 7-(L-7oU 
;i/)#^y-;k 2'j-v ? (L-7 p n 1 J;W^*y-;K 2' -(L-u sw^y— ;K 7 
-(L-U^)^y-;K 2' J-^a-U^W^+y-zk Z-(]L-?)\/#^)V)# 
^y-;K 7-(L-^;l/#^;l/)**y— ;k 2' ,7-^(L-^;l/^ ^)V)9*V— ;K 2 
'-(L-T;I/4^xi;l/)^^y— ;K 7-(L-7/l/^~;l/)^y-;k 2' J-KL-T frX 

~)V)%*v—M , ii7xx;Ky-fei; yfflfci&wrs^y— ;i/7tny 

, Wfl/ (taxotere) . (N-f^y^ ;P-N-tert-(y b ^2/^7;l/fc;V)-l 

o-f7t^^+y-;k ^e>mc^^-y-y (#j?t«\ ^#^yiik -tryrn 
^y-x lo-^r-fe^yw^v-yiiK yn£y*u^-;k xL^^^yy, 

n ¥V—)\<i$mf 6 n § (D i ng e> , J . Exp . Med . 1 7 1 (3) : 7 1 5-727 , 1 990 ; Do t to i £ . J 
.Cell Sci.Suppl. 15:75-84, 199i;0kaP., Cell Struc.Funct. 16(2): 125-134, 1991 
;Wiemer6, J .Cel 1 .Biol . 136(1)71-80, 1997) h TJ^yyBO 1 1 inger^, Bi 
ol .Cell 73(2-3) :131-138, 1991) :eyy5X^> (Dinge>, J .Ecp.Med. 171(3) :7 
15-727, 1990:Dirke>. Neurochem. Res. 15(1 1)1 135-1139, 1990: 1 1 1 ingere>, Biol . 
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Cel 173(2-3) : 131-138, 1991 ;Wiemer£>, J .Cel 1 .Biol . 136(1) :71-80, 1997) ,\£>5 
DX^XDirk^ Neurochem. Res. 15(1 1)1 135-1 139;Ding£>> J . Exp. Med. 171 (3)7 
15-727, 1990) ; n;l/fc^>(Al lert6, Am. J. Physiol .261-(4 Pt . 1) : L315-L321 , 199 
i;Ding6s J.Exp.Med.l7l(3):715-727,1990;Gonzalez6. Exp. Cell .Res. 192(1) : 
10-15, 199i;Stargell£u Mo I .Cel 1 . Biol . 12(4)1443-1450, 1992) ;CI 980(n;l/fcl 
^V7"^n (Garcia e>s Anticancer Drugs 6(4) : 533-544, 1995; 3;Mr 5 K(Ba 
rlow?>v Cell. Mot il.Cytoskeleton 19(1) :9-17, 1991 ;Meschini 6> J.Microsc.17 
6(Pt .3) : 204-210, 1994;0ka«E>. Cel 1 Struct . Funct . 16(2) : 125-134, 1991) F X 
4 n h * 1/ > (D i ng 6 x J . Exp . Med . 1 7 1 (3) : 7 1 5-727 , 1 990) ; ^X /V 5 )VM (Hardw i c 
k£, J. Cell. Biol. 131(3) :709-720, 1995;Shroe>. Genes Dev. 5(4) :549-560, 199 
Dl^U+fU^ (oryzalin) (Stargell<o, Mol .Cel 1 . Biol . 12(4) : 1443-1450, 1992 
) ; v is a X £ 5 ^ 7*C (Ma j uscu 1 am i de C) (Moore 6, J . I nd . Microbiol. 16(2) : 134- 
143, 1996) ; n;l/^>(Van Dolah43<fctf Ramsdel 1 , J .Cel 1 .Physiol . 166(1) : 49- 
56,1996;Wiemere, J. Cell. Biol. 136(1)71-80, 1997) -.ftZZflC^^fo-Z-^lsX 
4 5 & V— A<i3 ;W ^ — h (MBC) (Brown e> , J . Ce 1 1 . B i o 1 . 1 23 (2) : 387-403 , 1 993) 

o 

±120 1 oi^±(D^MJ^^*5<fc ays fefctasa-rs J; 5 tcfijffl^n^s obi 

\ -tr;Vn— x 0<^;lHz;l/u— x. fc: Ko*^n lf;l/-fe;l/n— X. kFD^> 
^D^Wf;l/-b;l/n-x, #;l/^^^;M?;l/n— ;K -tr;l/o— X7-bf- 
hX*l^— K •b/Vn-XT-bf-hX^^-b, k: Yu*i/~fu¥)\s*3-)\s 
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^U(D.L^^^K), 4?y(D,L-^^F-co-yy ny FX #y (yyaUK) 
% #y (tFnWfU-b) , #y (T;l/^#-^-h) s js&tfXV 

sz/^ #y (x^i^f-l^^u— h) , #y (uvrf®?) N #y (^/Hoy 
^(tartronic acid)) N #yftfck%K #y *7,:7T-t£>\ XV (7 5 7i) *5cfc 
^tie03^y7-*W6tl5 (-flftWfcfci:. Illum.L., Davids, S.S.OB) r 
WW^WSSaicattS^Uv— j Wright, Bristol, 1987 ; Arshady, J.Controlle 
d Release 17:1-22, 1991 ; Pitt, Int. J .Phar. 59: 173-196, 1990 ; Hoi land^, J. 
Controlled Release 4:155-0180, 1986^#M<£>C t) 0 4E&.ftf&&.#V?—<D 
f^WSifctT, #y (x^l^-lfxyKP-te^— F) ( TEVAJ ) 3#ij7- 
, yjn-ynx 7^'J;l/t^W- Of'JT^'jm # y * ?-;l/7 * y ;l/ 

X 3j?y7nlfU>\ #'J75F (^n^6,6) , jj?y'*U*>\ (XX 

, jj?y (x— » , #y (xxf^-')b7) . 
x— (,-tfy (x^l^^^F) , ,-|?y C/n F) , 7°;l/D- 

#y (t- h5^fl/y^'j3-)l/) ) , ^iJn-^^A, &<fcl/tf x;l/# 
Uv- tf-^tfny F>\ #y (tfx;l/7;l/n-/P) N #y (tfx;l/7 

s Dunne, J. Applied Polymer Sci. 50:353-365, 1993 ; Cascone^, J. Materials 
Sci. Materials in Medicine 5:770-774, 1994 ; Shiraishi h, Biol .Pharm. Bui 
1 . 16C11) : 1164-1168, 1993 ; Thacharodi*5 J^O'Rao, Int' 1 J .Pharm. 120: 1 15-118 
,1995 ; Miyazaki6, Int' 1 J .Pharm. 1 18:257-263, 1995*#Hg<Z>C t) 0 <NHc£? 
£L^#y tt**y7fcLT, #y (x^l^-tr-^r-tr-r— F) , #y( 

d,l-?l^)* y dr 45* # y # y a-¥LKD* y rf^— y 
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m (.mx.t£. ph) ^o)mm(omcmm<femm?z£5K]&f&'£n&zm*.& 

, HellerB rfb^Wfc SBS!8BSft;te2i&»aS£36j Polymers in Medicine III. 
Elsevier Science Publshers B. V., Amsterdam, 1988, 175-188H ; Kang£>, J.Ap 
plied Polymer Sci .48:343-354, 1993 ; Dong 6, J. Controlled Release 19: 171- 
178, 1992 ; Dong&cfctf Hoffman, J .Control led Release 15:141-152, 1991 ; Kim 
P>, J. Controlled Release 28:143-152, 1994 ; Coenejo-Bravo^, J. Controlled 
Release 33:223-229, 1995 ; Wu&^tfLee, Pharm. Res. 10(10) : 1544-1547, 1993 
;Serres&, Pharm. Res. 13(2) : 196-201, 1996 ; Peppas r p H43<fc tfiBKSRS143£ 
jl^cOS^j Gurmy6> (IS) , Pulsatile Drug Delivery, wissenschaftl iche Ve 
rlagsgesellschaft mbH, Stuttgart, 1993, 41-45H ; Doelker, r-fe;]/n— 7M 
Mi*! , 1993, Peppas*5<£tAanger($g), Biopolymers 1, Springer-Verlag, Be 
Hirv£#BgcDC£) 0 pHSStt^y ^-SDf^iftWt IT, stf'J (T^D/l^ 
)• 43,}: t^fyv- (m«\ #D (75/*;l/#Vi 

) ; 

3#y^— N ^e>mc,i?u (r^u;i/K) ^cfc^faofe^cD^d^r^';^ 
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^a-y ^<£>§r*l?)t: Fn^;l/J Proceed. Intern. Symp. Control .Rel .Bioact.M 
ater. 22: 167-168, Controlled Release Socity, Inc. , 1995 ; Okano, W&mft 
mmmmmm(Drcib(Dmm^^ Fn^cD^ISfrrJ Proceed. Intern. Symp. 
Control. Rel. Bioact. Mater. 22:111-112, Control led Release Society, Inc. ,19 
95 ; Johnston^, Pharm.Res.9(3) :425-433, 1992 : Tung, Int' 1 J .Pharm. 107:85 
-90, 1994 ; HarsMocfct/Gehrke, J .Control led Release 17: 175-186, 1991 ; Bac 
Pharm. Res. 8 (4) 531-537, 1991 ; Dinarvandfe<fc t/D' Emanuele, J. Controlled 
Release 36:221-227, 1995 ; Yufc^lKrainger, r§rM<DfM^14M»14y 
;l/ : # U N— T V^D tf ^> U rt/7 ^ F-co-T * U F U ^ A-co-n-N-T 7 ;!/ 

^T^U^T^ hy-^^^^O^JIfb^^J Dept. of Chemical 

&B10I igal Sci., Oregon Graduate Institute of Scicnce& Techno logy, Beaver 
ton, OR, 820-82 lH : Zhoufe^c/Sm id, HSg-g-X^— #V V— (7)#jiI6*lk: Fo^ 
;l/J Polymer Research Institute, Dept. of Chemistry, College of Environmen 
tal Science and Forestry, State Univ. of Now York, Syracuse, NY, 822-823 
H ; Hoffman h , Hp iJ^fS^ffi t Kn y ;Wc & £ X*> <t t»J< r@)t j (7) 
#HfWj Center for Bioengineering, Univ. of Washington, Seattle, WA, 82 
8H ; Yu33<£tfGrainger, r^N-^ Vfxx \f]VT5 V ;PT^ F^*y h>7- 

J Dept. of Chemical &Bioligical Sci., Oregon Gregon Graduate Institute of 
Science & 

Technology, Beaverton, OR, 829-830H ; Kim£>, Pharm. Res. 9 (3) 283-290, 1992 
; Baee>, Pharm. Res. 8(5): 624-628, 1992 ; Kono£, J. Control led Release 30:6 

9-75, 1994 ; Yoshidae, J. Control led Release 32:97-102, 1994 ; Okano J. 

Controlled Release 36:125-133, 1995 ; Chun4o<fc Zf Kim, J. Controlled Release 
38:39-47, 1996 ; D' Emanuel e43cktFDinarvand, Int' 1 J. Pharm. 118:237-242, 1 

995 ; Katono^, J .Controlled Release 16:215-228, 1991 ; Hoffman, 
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mcfe&ftm^tsWtWMWtt FoWj Migliaresie> (M) .Polymers in Med 
icine III, Elsecier Science Publishers B.V., Amsterdam, 1988, 161-167K 

; Hoffman, rfem&&£Zf&mmi£*slfZfm&&tfV ^-lo&Z? t: FnyVl/ 
^MfflJ Third International Symposium on Resent Adances in Drug Delivery 

Systems, Salt Lake City, UT, 1987^2^24—270, 297-305H ; Gutowska^ 
, J. Control led Release 22:95-104, 1992 ; Palasisfe <£ l/Gehrke, J.Controlle 
d Release 18:1-12, 1992 ; PaavolaB, Pharm. Res. 12(12) : 1997-2002, 1995^# 

, #U (N-^f/H-n-^'J7^'J/V75F) . 19.8; 

(N-n-^n bT;l/T U ft>7 5. F) , 21.5 ; #U (N-^^lz-N— T V7°n Vf )V 
T>?V;ls75. F) > 22.3; 5 F) . 28.0; 4? 'J 

(N--rvyntf;i/T^U;VT^ F) . 30.9 ; 4?U (N, n-S^x^l/T* U;PT = 
F) , 32.0 itfV (N-^V7nW^^U/l/7 5F) . 44.0 ; t°'J (N-S^n 
7nH;l/7^U^7 5F) , 45.5 ; (N-x^;l/^r^ iJ;l/75 H) , 50.0 

; #U (N-^^;l/-N-Ji^-;l/r ^U;PT5 F) , 56.0 Qi-i/Zn7u¥)V 
^^^>J;l/75F) > 59.0 I #U (N-x^;l/T^'J;l/T^ F) , 72.0t>W^f^>n 

r^'J;l/75K, ^J:t;N-n-W7^'J^75F) fc*8S#^fcrti:££ fc£<fc 

«\ t KD4=-^ntr;P-b;l/n— x. 4i°C ; *^;Hz;l/n— x s 55°C ; n Fo+ 
i/^ntf;l/^^;l/-b;l/n-x v 66°C ; ^o«fct/x^;l/t Fa*^x^;V-b;l/D-X 
, §6tf{C^;Vn-'y^ ({WAtf, F-127. 10—151C ; L-122. 19^ ; L-92. 26°C 
; L-8K 20°C ; 43«fctfL-6K 2A°C) *Wf BflSo 
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;l/£#t?) *V *5BW^UV— tt*-v>J7 , »c:J;?)^«n#S (0>J*«?. Good 
ell6, An. J. Hosp.Pharm. 43:1454-1461* 1986,Langer£>, r^ijv- frP><Dm 
^^cD^JH^dbj Biomedical polymers, Polymeric Materials and Pharmaceuti 
cals for Biomedical Use, Goldberg, E. P. .Nalagim, A (US) Academic Press, 11 
3-137H, 1980,Rhinee>, J .Pham.Sci .69:265-270, 1980; Brown^, J.Pharm.Sci. 
72:1181-1185, 1983 ; 43<};tfBawa6, J .Control led Release 1 : 259-267, 1985^ 

mm ct) o femmz, # y v-<7)v b y y ^ x ^ tbsmjc <fc o 

H) » ^-XK l^rO^X©*, X^;l/A. fe^t/X^b-) tfe^tiitt 

Sy^©)flPlttefcoT 1 0«±OM^J*M1-^tTfe5. mZ&s 7 0 
-lOH<0«8fflfct)/fcoT?it%jSBW /<*U**-fe/l/) ©10%, 20%, gfc 

(i25%(w/v)£j@*.TSfctfi-r5. r y %5S^tbj s/tti r^-xhj rfeM^W 
^ftS. £©<};-5% rtGiMij #^©^MM«fi. ffc^j* 

■P«4, 7 0~lO0cDTO^t)fcoT7^|^JtDl%(w/v)*^^tb-r§, RffiK 

-So 

*«W©«f^O«ffiTf«:, 7S«fflj»&, ^Offiffl^LT, 50nm~500 
t#3o £<9<£9&X:/U— it. fflZ.l£, 0.1^m~3/Anu 10/im~30/im. $5<fct/3 
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0 n m~ 1 00 \l m^'a'ts^ JdB&^HBtfD'iM X(D 5^nX7i7^?> MM 2 ftf# & 0 

JM 40°C, 45°C, 50°C, 55°C, ^/c«60°C) ) ^bTS'J^i&gf 

ttlwm&W*. £D0£b<f£O.75mm£fcteO.5mmJp5fc?i^ f Ltitfftt< 
{i500fim~100pm/P7kSST?&3 o £(D£ 5%:7 J JlL.lZ^ tff&L < IZMfspt < 
s BkWttl'D&Qffi-S Cm%.&, 50N/cm §f * b < «100N/cm 2 ^@X. 

£9$?i;b< «150^fc«200N/cm 2 ^@^^) N SifSMttt^tL ("T 

^D^5'JXf-h, *fc«x^y— ;K ^rvyn^UXf- h*5cfct»J< 
(0y*fcf55:5:4O) ; x£ rt/^tfx-f**— ;V (eineol) (DM^, &fc 

T^^Jl/^U-bn— Transcutol®. $Ltz.\±^ J V> (terpinolene) :-f V 

7o ;i/ = u x f- — h £ l ->;l/-2- tfn u F>t (DM&Wa. n- F "ft/fr-i- if 
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T^DMB&SSfcKlO^Tfi, — Hftfc, Hoelgaarde>. J.Contr.Rel.2:ill,198 
5;Line>. Pharm. Rse. 8:938, 1991 ;Roye>, J. Pharm. Sci .83:126, 1991 ;0giso£>, J. 
Pharm . Sc i . 84 : 482 , 1 995 ; Sasak i 6 . J . Pharm . Sc i . 80 : 533 ,1991; Okabe J . Con t r 
. Re 1.32: 243, 1994 ;Yokomizoe>, J. Contr.Rel .38:267. 1996;Yoko«izo6. J.Contr 
.Rel. 42:37, 1996;Mond6. J .Contr.Rel .33:72, 1994;Michniak£, J .Contr.Rel .3 
2: 147. 1994 ; Sasaki6. J .Pharm. Sci .80:533, 1991 , Baker&^t/HadgrafU Phar 
m. Res. 12:993, 1995;jasti e>, AAPS Proceedings, 1996; Lee 6. AAPS Proceedings 
, 1 996 ; R i t sche 16, Skin Pharmaco 1 . 4 : 235 ; 199 1 ; & 6 tRCMcDa id43 <£ t/Deasy , I n 
t. J. Pharm. 133:71, 1996^#BS<OC t Q 

U=.yf (mZlg. F-127, L-122. L-92, L-8U *5<fcOV61) 5 %2 

tt-stso mx&. *.mn<r> i -D<DmmmmxH^ wbrntsm*. wnrnt^m 

nf^X h U y(Cserhati43<fctfHollo, int. J .Pharm. 108:69-75, 1994), 'Jt°V 
—A (fl&Jfcfc^ Sharma6, Cancer Res. 53: 5877-5881, 1993 ; SharmafecfctfStrau 
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binger, Pharm. Res. 11(60) : 889-896, 1994 ; W093/18751 ; ^S#fP^5, 242,073 
*§Zfm<DC£) . V#V~L./?;l (W094/26254) , *T V ' (Bartoli 
6,J .Microencapsulation7(2):i91-197, 1990) „ %*L)\s (Alkan-Onyuksel 6 ,Ph 
arm.Res.ll(2):206-212,1994) „ -Of^yh (Jampe 1 6 , Invest . Ophtha lm . V i s 
.Science 34(11) :3076-3083, 1993 ; Walter^, Cancer Res. 54: 2201 7-22 12, 199 - 
4) , j-yffi. 1 ? (ViolantefecfctfLanzafame PAACR) % OKH^fF 

ms, H5,684^) , ±s&? cmms&D axmmms, 399,353^) . **v- 

j\/3L^frZ?a>/ffi& (*H#frfg5, 407,683^) „ (WSfStt^'J) OK 

S1#fFlf!5,403,858^) , ^Ui/ifM OKIII#ffFfg4, 534,899^) , 

Ofca#fFlg5, 301,664^) % Sftx^^gX ^ VjV 
s o-°/3>, ^U-A, ^i^>^;K S^Sfcfi/hW, Hfa&fc&M 

ftx7!/-/K ^^piY^gy OKS#fFSH5,330,756*§) % si?ij7-tt 
» (^y^y-tr;P4o<fct»^^a^7 p -b;l/) Ofcmmm5, 439,686^) , a® 
gMJ*©^+V>r F-<-X» Cfc|I|#fFffg5, 438,072^) „ JQV;l/^ 3 ^ 

(Tarr^.Pharm Res. 4: 62- 165, 1987) , t/X7i7 (Hagan£, Proc. Intern. 
Symp. Control Rel .Bioact. Mater. 22, 1995 ; Kwon£, Pharm Res. 12(2) : 192-195 

; Kwon5, Pharm Res. 10(7) :970-974 ; Yokoyama6, J .Contr. Rel .32:269-277, 1 
994;Gref£>, Science 263: 1600-1603, 1994 ; Bazi le6, J. Pharm. Sci .84:493-4 
98,1994) x *S£Zf<<>7 s 7>h (^ffl#fr^4,882,168^) *#Mtf> C £ ) 0 

14 
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vmitm. >hm#i, mft. mnmmmft, mm^mms 

mm ft, ztm, ^mwrnw. ^tcimw^. imft, m&m, urn cr 

v^-'&.&.mft. mm.'&.&.mft. riyjv^-^mftt>^f^ri^) $s&mm 

ft^mmcom^m^ \xri$mfhnz>, mwft wm$, mmnmrn 
ft cmmmmft, mmnmft) , mm^mmmft, 7^^ttit^ &x 
vmmmm (ft-^-xh5^x») , mmmmftmm&mm(po\yangit 

is overlap syndrome), jglfttlfllWl^ ('v- 7 ^>x — > ^ --i" >^#I#0 , ifil 

Bft, ^n~ym. mm^mft, mmnmmft. wMvmitmmft, m^n.^ 

mft, ^mm. mm. ^^mm^mmm, mmm^ft, ft&xfm&mmte. 
m.mmmo ; mmmmm mxi*. m^^ts^r^mm^m) ; ism 

i ^xommmmK^Tit. $m&&mmm wm$, mm^tc^um ft 
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^xi^ ^.mmmit, mj&mmmxm^n, ^xm&*mmLxj&mmm% 

r^^/^hj tm£n%) 2~4 B(DMz~?&mmmznis*!> 

zti&o mmommit. jmrnz-t-fttcm zvTmm&tr^?- 
svrj hwwmis. wzisitwRfomsE&i&i&'r&o commit, mmicmmv 

mmm Kwmsm-t&o mm^im^mm^ ±Mxmm\cmm\,x^5K>, m 

> (campothecin) „ x/l/~ rntfv (eleutherobin) . ■9-;I/3S^^^V (sarco 
dictyins) , x^nv (epothilones) A43<fctf v'Xn-rVl/^U h\ SzK 
(D 2 0) , (2-* *7l/-2,4-"S>* AO , y^V^ 

a-TTifyryzsls) s LY290181 (2-7 ^ /-4-(3-tf U ^;l/)-4H-^7 h ( 
l,2-b)if7>3-MFzhU;l/) % ^>y{bT;b^-»>A, xfU^ijn^V 



(43) 
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s^U. TALP) , (I90mosmol/L) fkftK <t 0 Rffg^tlMW^S, 



X'jy (lOOnmol/L) 3; fc&^Vl/* ^ > (lOmmol/L) , ^ry^ v^UU 

>\ xchoi (^s^tti^^^st) , 'jvt^7rfv f yi, v^-vu^^-v 

in)) % VV-tu-jVimmWi. Triton X-100»g^{fcll«, 

(#I*.fcf^ MAP2, MAP4 S taiu big tail* xyxn^^ (ensconsin) 
* MfiH?-l-a (EF-la) ^tfE-MAP-llS) * MM* (entities) 
tXh^HU 5x>;^Stt^^^M*5d;t;K)M{*) * ftB1M/hW#m (00 
*fc£* $*&#§}£* 7"5^* &<£OGTP^>y;/) * ^&«<D^1-° U -^/^ F 
(»*£* ST0Pl45^o<i:^ST0P220) * 43 ^XSm^Mtii^h^t}, ^hXfK± 

^t, OT'hWg'Jte. /^U^-tr;l/, ^fcteJi^u^m 

TiKomimat lt* ^>^Ht±m^xx}^-v^K>mm^m^rcv #V-A* 

fcm<Dm&, M»j;^mifii) (Dmp3s£zf/%rc&mmffiVi (®m£mm<D 
%^* m. mm, Tm. mm) <vwpttu^to mmmm^ ifam'hmm'p* 
< £$>ut(d ? •ozmo.-rz ■. hmmcomm. ^.m-^m^m 
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wwiz, fem&&is&zfmm<Dm®mwteffi?isT, io~75m g /m 2 <Dmm-v& 
* mmi$±&mm. mmmmmnmrn. mw-±.&m. mtmrnmrn (keratoca 

nthoma) , llffilfeJBfe^tf^ ;VXffiV^(£ 0 U ^^r-b;l/^0.0lS»%~10 

2. ^imitm 

mznm&o mmiaz. &fmm<t& cms) bh«#»07Sj^%M 
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zfW&<DMto\&&%o ^nhcom>mc$o^T. ~?>?W7T—*Jffl£^ $5&r3'p 

mwhrnm, ^m^mm^rc^mT Sterne ^gpiu (^rdt^(Dm 

mx-tf, (fljfcfcf, #4^;MoJ;tfK^^-te;l/) „ iiyy^y- 

%/y (campothecin) „ fu\£> (eleutherobin) , (sar 

codictyins) „ X,fi/D> (epothi lones) A43<fct>*B, ^af/l'tU b\ S 
7j< (D 2 0) „ (2-^9 L ;P-2,4-^^^^> ? ^-;l/) , 

<3- i r7*n"T S N LY290181 (2-75y-4-(3-lf D $W 4H-^-7 

TALP) . {g^ltt (I90mosmol/L) 9SB8<*ftS*llllfi»3S, 
-YXXU^ (lOOnmol/L) l/cfi^ry (lOmmol/L) , ^V-^l^ ^ 

m>\ xchoi &*i/zJ&t&z/wto x 'jy*77r^yi, u^^A-r 

tensin)) , ^'J-bD-;l/iftE Triton X-100$R/hW^5£{bK«iBu ffifc/hWBB 
at*-^*® MAP2 S MAP4, talk big tatu (ensconsi 

n) , SSB^l-a (EF-la) fe«ttfE-MAP-115) > (entities) (00*.** 

f sTOPH5fe<fct;sTOP22o) , 43«fet^^awj^s<o?g^ % &e>mc 
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fit 

m , m^m mm, m<^^m<D^^, mnm^ j^mnm, m 
m-$<Dmik) , ±mmm^ mm, &ftmo , mmmm^ cmmu 

ttiisoiiofi, &&xjmwmM<Dmm, ^myuv-T~-^<Dm^, fcm 
mmvmWo 

%o fem$m r^;bx (puise) j Mttt, m^(D^mtmm,(o 

mmttm^^nm, fttit, ^loiig, ^^nrcmmomyj, fit 

LTlOmg/ni ~50mg/m 2 <D;S^ U ^•fe/t'tf 1 frib 4 ®^fc:^/S^fc:#< 
#LTi£^2tlt#& r/1;l/Xj rfe^fis 50mg/m 2 ~250mg/ m 2 T\ 1 

~2i H^tc i ~ 6 mmr^^nm^o m<Dmm'hmmmm<D$)jtiis& mm 
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3. mmft 

ra) it. ^->^fA©m m&n. &m&<Dmm&9o<DmmT'&& 0 ^t© 

il^^lt^ill-WI^Oil^it^g (Robbins Pathological Basis 
of Disease, by R. S. Cotran.V. Kumar, & X tfS.l. Robbins, W.B.Saunders Co., 198 

9) o mmmmc *mmit. mm<Dmv^mmic&-oTmwnv ens (en 
itmmmmcmt^^m^m. mmmmftmv&mit (.mmmmmm) . e« 

^ y 5* X ^m^Oiitf K &m%nhLW&f$ t <D ^n^x^t T«HM<Dl£iIB% 
s 37yt- tr\ X hn^^^S/i/(stronielysin)))*3j;t>V^>^Xffl^OTO 

v-asusi, fe^yy^+KyiMjii) commit. wmmm(omn^(omm 

W(Dm-M (erosion) 

m£&£Ztm%.e>tiT^Zo tm®SBSMm=? (xXX£-Y>^-(Ebstein-b 
arr)«7-Y;l/X, »«7-Y;l/X, ^ h^^a->^;l/X, a;1/^x>>^;1/X, th 
T«fi«f^-Ol/X, ^nX^XV&i?) 43<fctfrtH14^>^^M (n^- 

fS^itectMMi: Lr^itetitv^o mmvontizmmK^^ 
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^^(DWrs<DWM£r^ 0 

mo vm^ztmzo 
mw&zim^mte. ±mxmmimmLTisr), mz.i£, (®m$ 

, /^U^^-b^^t/F-b^^-byb (docetaxel) ) , (campo 
thecin) . J^JV— "rU\£y (eleutherobin) N ^jX/Uiy Z^Z/ (sarcodictyins 
) x jL^i/ui/ (epothilones) Alo&ZJB, v^Xn^Vl/^eU F\ MtK (D 2 0) , 
^^l/^^tjn^v (2-^/l/-2,4-^# )V> , y*>A/*/i?> (7- 

fr-^y'fyiyy) N LY290181 (2-r^/-4-(3-tfy ^;i/)-4H--?-:7 F(i,2-b)tr 
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, TALP) , i&Mft. (I90mosmol/L) ^fffa 9 tl&MMB^ <<Z/7sVZ/ 

(lOOnmol/L) i=fct2:^;l/# ^ > (lOmmol/L) . ^ry^, ^L^U>, XCH 
01 N UV*X77^yi, U^^A-T^-^s ffiW 

^J-fen— /Mg«jg N Triton X-100«/hS^{ttffilf»u ^M^HIjl^^^Jt 
(0»J^.fc^ MAP2. MAP4, tatu big tatu l>X3^y (ensconsin) , MfiH 

?-l-a (EF-la) , ^<fctfE-MAP-115) N «{*(entities) (0>J«.tf, tXhy 

&4§tii, 7"^^ *5«fctfGTP^^^7 p ) N g£§ifW^'J^yfK (tf'Rif 
. ST0P145£>£tfSTOP22O) , *5 <£t>'W^W?ft^<D3I;^ &e,mc_hf2cD^*r 

> fflStL'b'gmz. >^y#4Hr;K tsyy^^-^y^ Sfctti#'>D>^on 

(i) ffitt (Mmm^mk, *5X.ZfWm'.m<DCt>&0 (morning stiff 

ness) % mm (weakness), Jg^ foMM'P) <DMM&<DWP I (ii) 

fBB©M*K :J3<fctfEl^fc:M@5<D^) ©llg©^> ; (iii) mm 

Yeitymm. mmm) <Dmwmmk<Dm'p ; Ov) ^§©»«o& 

^HBSO«fi43J;t;«pa^FM<Oift*: ; ( v ) mfflJOtm (fixed impairment) *5 
cfctfWfB^ (disability) %^tffc/tfe« (vi) ^BOHTOiitf 

515<D'>:&< fct 1 o^itS : (i) ^14fS^^>\ (ii) 

h*-r> (flflfcfcT, IL-K TNFa. FGF, VEGF) <D?g14<D^ig, (iii) of§l« 
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4. x^y hts^u^m^^^ yy^y b^^xfnnm^rcim^m^u 

s ^mmmtJT-— -r;K flgMtfA. £fc&3ji»1^/t&<D5^y:/ (wrap) £fc 

ttgij?) ;mm^y-f^yv wms, Mm^unm^tc^cD^)^/ ( mu it 
ino) ^r/^h&^mtii^^v^^K s^ito/c^co^t/mmn^^^ 
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-<V^7Vh, F^yXry/t'^ (transtempanic) &m<DiXt> 0 £ LT <Q 
BWH*> b < till'ttW^Ofc^OEusrachianMJ^t L < (4Xf> h) ; flM^ 
(0>JS.fcf, iTt L < («T7^n-f L < tt?LI««t 

^-rsanst^©^©^^) . n^mcmmn-n-ryf^yh mz.i£. ^y 

'<*y**4z;W3j:tf K**^*Mdocetaxel)X T^^v-^Ccampothec 
in). xl/")fn tf ^(eleutherobin), v^^y^sarcodictyinX Xjtf^ 

uy (epothilone) A&^tfB, r^X^r^'J FCdiscodermol ideX SzK ( 
D2O) , ^4^>b>^D n— ^-^^^-^V^v^— ;l/X y^l/S^v 
(tubercidin) (7-r71f'7f7^» . LY290181 (2-7 5; 7-4-(3-lf U ^;V)-4H- 
7^7 Ki,2,-b)lf^>'-3-#;l/K-hU;l/X 7>y{fcr;l/^x«7i^ jr^y^y 

y^%, TALP) N i&m (190mosmol/L) 3kftte£iTffim2tlZMffiB^ << 
yXVy (lOOnmol/L) „ ^fclt^^^y (lOmmol/L) . ^V-^*§1§\ 

xchoi x u^/*x7r^y», u^^A-r 

) s ^,;^ n _ ;1/ ^^ Triton X-100»W^{fcM«$u WgMiS*^ 
(#Jx.te\ MAP2. MAP4. tau, big taiu x^X^y^y, a (EF- 

iax $5cfctfE-MAP-ii5), (0j*fcr, tixh^HK u ymm&* 

GTP^^7°) , S3£&imiO»*y^^K (0!l;lfc?> ST0P145^5^t;ST0P220 
TaT^DW^cfSm^n^.^^^, 3fi/»i:LT, #>JT-144^ VTtt&K 
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K&^T. tm'bWmi*. 'WZttjW ijz/^i/z/^ Ifttti 

Wf§-&t> L < {i^WIS-g^fc: J: D ©^"Tftfr TO ffigHJgf S c <fc -o 

T; (b) ^>y^^ht>L< (ifVWX^SS (0»J*fcf, m^/hWffl^ 
fe{±±E©tiilK/jN^J) «#t§bHnW T-WM't&z. tlc&^T ; (c 

AO ^^7yhfet<ttfV^x«D^^(itKJ;ot; (d) 

/cX 'J - fc(i ^ 7 ^> a {cffAt^ c i: (c J; o T ; (e) ^fyf^>h & b< 

f) -5 T&itnfcT-r > h L < ii^V WXjb^^/J^J^m-r^d; 5 
tl^sctickoT, #8B«*n*#So ^fiWW^L^fimimc^T 

•rVWX£\ Siatt/J^J*^— ic^LT, ^TXfy h<Dftl^^t2>£:& 

#}I«T^#T&£o MX/r^Mco^T, ±IB©#tttc*D^.T, fflfig^ti, 
Xf>hMWfttn OfaM@ft^££n&£Mcir£) ^#T&3:< 
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ZtiZlnM'^nm : £a**-r>K IliXryh, jfo^X-rVK JBWXt^ 
K ^iXfyh, MXt^K ^^tfjialX-rV K ilXfyh, Eu 

mmftmiClt, rHydrogel Adhesivej £II£nfc^lS#ffF^t4,768,523^ I TEx 
pandable Intraluminal Graft, and Method and Apparatus for Implanting and 

Expandable Intraluminal GraftJ i:^^n/c^lll#fF^4,776,337^ ; TEndova 
scular Stent and Delivery Systemj £M£n/£^IIi#lT-fI5,041 , 126*^ ; Hnd 
welling Stent and Method of UseJ £M2nfc^g$#fF^5,052,998^ ; TSelf 
-Expanding Prosthesis Having Stable Axial LengthJ tM~£flfc5fcMWt^5, 
064,435-*!' ; TWater-insoluble Polysaccharide Hydrogel Foam for Medical Ap 
plicationsj £11 2 n/c^@#f^5, 089,606^ I TNitinol Stent for Hollow 
Body Conduitsj ilM^ ntc^m^^ms , 147,370^ ; Hndwel 1 ing StentJ tm 
^tl/c^HI#I^5, 176,626^ ; TBiodegradable Polymeric Endoluminal Seali 
ng Processj tm^tirc^.m^Wf^5,2\3,5S0^ ; TMethod and Apparatu 

s for Treatment of Focal Disease in Hollow Tubular Organs and Other Tiss 
ue Lumensj £M^tlfc^B!ttl^5,328,471^cfBic^n^ $><Dt>^%n&o 

±%m'&%:%m?z>& $ ic^tmmc^v-y h^jfAtsig^att, ecu 
/c«. tm'bmmwm -ems. c^rctz^o^mfnizmiht^xoicm^n 
%&<Dmmz. mm<v, lit©, -Bm^ nmrnm^o, rnmco. ^rciz^m 
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l!£?fiW (0y*.fc?> Wallstent*3j:t/GianturcoX-r>h) N J^ls—yffim^ mX 
Us PalmazX-r^hfe^tfStreckerX^^h) *fe«iaSf^ktC«fco 
T&M~$nmZ> (mZ-lX. NitinolX^h) o 

^nitttfftiLTi^i^fcts, jfAmo^ aim* x no a\ ufuar 
mm (.mwm & nzmm. (2) it^iit^n (.m%.&. mm 
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S»l©loofillR IStfXCftti, OTWO^^cM,m^n^»^. Klatski 
holedocholangiocarcinomasX %fcl3.m i S%k(Dj$tfy t fetWtl^o BWtCj^B 

©^©jEjfif*, m^-mmtat. jjig^rau Lfc^oTcn^ra^-r^. 

5 % ; *Bfc:;f3^T, 1 *Z&rc <0 26,(X)O©»r;te*3£0»J)?i& *3 „ ¥J$£#J»fc* 

Cj) ; ff4o«fca*+-^^ilUTJfAL/cF«g1g^^LTflHW^^rirL-^ 
fcti^W^llgcOWfOBS^JCfcSfeO-e^So ^liJfAIM, PTC. ERCP, 
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commit, mmmmtfi&m-snz&ote. tsmx-r^h&mmicmx-rzxm 
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r;l/*fc«P«g«li(i, CP&iICTBBiH3*u fUT^Ky^T 
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ftmn&m*. eom^m^rcmmmK-r^xcommc^.^ ^\zmwmm^\ 
^^c-r 0 ^mmmmK^x^ ^mffix&mmnizmmmm&rcizmm^ 

#s#u c^xry h^iji^t Mi^tt, ccDmmvmmz, mm^m 
n%mmtz>&5Km^tLT^z>) 0 mmiaz, x^^hiz. ikmzmc&m 

)Kmw~$nmz>o mm^miKDixm^mz, mn. nr. 43cfct/s««, ±* 
mm. $$&xsmmi&mKi$m?t>nz>o i^mmm^^x, xr^^sa 

it. xmmmznzcD-?, mmm^mm^mBM^ mm^rcizmm^mx 
znrcjjT-T?i%mvT&m'?&£tK£^Tmj£'$nz> 0 ^x\ x^—v- 
mz, M&M%rciznm&)<D^-ftLfrx\ -xmmm. ±mmm. xmmm. 



(59) ^2001-503785 

oTrt&;&l)Jgt£n&(Clowese>, Lab. Invest. 49(2)208-215, 1983)o ZMm 
5. 

«tt©fesaPffi)k:«#*n#So M^*ta»/jN«Jti±SBT^fflItc:iill$nT 
*5Ds Cttfctt, $J*«\ ^^Xtaxane)(^J^(i\ y ^-fe;l/43£tf K 
•fe^-fe^X #>4^v-y(campothecin\ XL^-trnif XeleutherobinX 
;l/3^^^y(sarcodictyin)s Xepothi lone) A43<fctf B , ^73f 
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Jl/fJ F(discodermolide), SzkGfeOX / N*^l/y^'j3-;K2-^^-2,4- 
^V^i/^-yl/), ^^;l/->> ? ^(tubercidin)(7~-rrifrr : V^^), LY29018 
1 (2-7 5 /-4-(3- 1° U Vfr)-4ti-i-yv (1 ,2-b) If ^ >-3-^ F— h U /VX 7 v 

ftz;i/ ^ a, > ^ u 3-/1/ e x-(x * ^ ^ >>>x * h ) , 
m#>'izn($*v-ji<m*>'wm. talpx fra(i9o*x^/i//L)^k w 

>X U y ( 1 OOnmo 1/L) * fc ti ^VP* ^ > ( 1 Ommo 1 /L) fc: «fc o XM W 2 tl S 1BI1 

>"»(extensin)X ^'Jtn-;l/I«r£ Triton X-100flR/J>W£5£{bS®fflu 

MAP2. MAP4, tau. big tau, xVXnyv'Xen 
sconsinX ifiH?-l- a (EF-1 a)43«fc(tfE-MAP-115), SBflai4flf*(0»l*.fcf. £X 

T*V.*— -Mgji, plug, ^<fctfGTP+^y^), stable tubule only polypepti 
de(0U*.fcf, ST0P145^3J;D"ST0P220)43ci:CfW^S^J**cD^, &e>mc_tf2 
CD 

«mm2nw%<,\> sgn^ cotton-top*^ h^rt^^i^^m 

B^n^X©^tt^g^tc^<^ofcD/h^<*o/-cO-r§(Madarae,> Gas 
troenterology, 88:13-19, 1985) 0 JMOg»fc«ttilS»fft*>*;te, #J3g7#W 
Mrhesus macaque) K 43 l^T^C^ (Ad ler£> N Gastroenterology, 98:A436, 199 

0) o ^< ©^icii^nsmKitfw^o v>x, ^/i/^e 
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^^yX;V7i-h, M-r^Xh^^)(DMP^(Marcus*5<i;t;Watt, Lane 
et 2:489-490, 1969). ffc^J^(^P^)(DifiM?$lKf(MacPherson4oJ:tfPfei 
ffer. Digestion 17:135-150, 1978). ^3«fctf h n ^ p n^^-tf y (Gl ick*5 
<£t/Falchuk. Gut 22:120-125, 1981) & L < h V — h n^VHf >X;l/^^(R 
abin&cfct/Rogers. Gastroenterology 75:29-33, 1978)tC^ff ^}l^jl@S(JgJS^ 

IBDtCOl^Tpathogenomic^#®t#S^I#8(TK^t>S:l/^-r\ C^jgO 

wn&c & § ttm'hwmcD^mz & a mmc $ n & 0 i bmc^t s $jjh w% 

mmz. mmmim., mm, 7 warn. immk. mm^m)(omm&^ 
rciznm.mm<DM'p 0 mmiat, ammuKxo-rm. mm. ^m, wmwp, 

*L^j£ti. mp. m. ^/c(is«(^b<{^ s^m. ct. xmm 

a^sfejiiB^offi^w-rss^fei/^r. ^mwmwmz, mo, mm 

^fS^J;t>*S#<D»14fc^#LT. l~4iaRflmc, 10~75mg/m 2 

©ffli?^ «nwtct9:#^n^So sm^mi4M^$a«-r^/ci6tc. mama 

ZrcliMMWlC^ZlbtiZ,, J;«DSffl«O50~250mg/m 2 (D/^U^^-fe;W. T 
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Tm^nmzo L^mmmmias^T. o. i mm%<o^ u # 
6. tmw^rn 

%rcimj&m&, mm*^-^^ ytftzrc®, ifctt»Mmt^Pii 
*m&tz> & o icm&z nrv > § swffl * y ^ ^ nnm * v ^ * mm 2 n 
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e 
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ic^m^mmm±m^nm, ^mtLxmmt>^ 0 ^mnmmaismMmm 
commit. ioo,ooo^ijtco#8~i6^jT^^ 0 mfmmwmmmwmt. m 

ixmmmat, ra^tfens ••mmrnmm mm, &&<tmAmmm. 

m, memimmmt&mmm, ±&TMmm (subependymoma) . mmmmm 
«) ; nmmm mm, mmmmm. mm&mmm. nmwmmm, 
xfsmm) -.mkfcmm mm, wfn»j;tftfM^F-'7) ; 
mmm mm. mmm, mmmamn&mmm. mmmm) ; nmmmm<o 
mm mm, ->^u>mmm mmmmmmcneuroiemoim) ) is&zfmm 
mm) ; v>;w mm, *i/*yv ysms5&mt*y*yv ysm 

W7*<f7, S«tt43<tt5««tt©ffi^*^€p) Ij&mf&te (ma 1 formative 

mm mm, wmmwm, mmsmm. m&mm, is&zfmmmm) ; 
mm, mmmm, m&m, mmm, t3&xfnm t gBmic&&?z>) ) 

(Mm, 'W#dF&W5£Zf F-fe*^-tr;l/ (docetaxel) ) s *V*f'Jy 



T-ntf XerutherobinX -9vl/=i^^r >(sarcodictyinsX i^n^ 
(epothilone) AfeJ:t^B, ^ar/Vt'J K, M*k(D 2 0)> 

Y290181 y-4-(3-lf U ^;V)-4H-±^ h (1,2-b) If ^^-3-^;P F— F U ;l/ 

T*>-'7Vti?M*Wn (ZJrV-JVmZy^M, TALP) , fg3S(l90mosmol 
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/L»<tDii?n/c«II, -ryXU >(100nmol/L)2;fc&?Vl/*^(l 
Ommol/L), ^V~^£S-a\ S^UD^ XCH0l(^^^>1i^ Z/Wg). UV* 

t>*X^X5^^^». ^U-fen— ;l/»r^ Triton X-IOO^/J^^MW^. 
^/hWMji^^^^S(^J^(^ MAP2. MAP4, tau, big tau^ xyx^y^y, 
MS»J-l-a(EF-la)43j;tfE-MAP-115), lfflM£ (#IJx.fc£\ HXr-MlK ^ 

, $5&T}GlP*^v7) \ #V^7=7- FW<D^£%^(stable tubule 

only polypeptide) ($J*«\ STOP 145*3 J; tfST0P220)*5<i; tfW^;^^C»^fi^. 

& e> ±iB^{i i© r j- u £ zfmmw) wmif e> n & 0 £ o £ ? %n£*» 

^/J^iJ(i. ^U*^-fe;K ttl/XT-is^. %fclZx.7£ 

7. nmmmm 

e> O^MMte, ^g&&§A£|-flWftj^tf 3 ig#<£>60% £ 90% ic%. c & o 
"7 7 V yiffi&*3i C § <£ 5 & H W#cm 2 n & § 0 d (Dig** 
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tot, ±m<D&?ic^ *mm. ^wt^»j;o7ifcwt§ 
rc&w&^mkt^o mm^m^com^'ffW. ^(D^mmmm.^rca 

W&fftteiMW&s B§OSf« (Choate6. Arch. Surg. 88:249—254,1964) *5<fcc/ 
mm(DftmfrtbmtfT£)\ £fc&i|iJD^^C£(GustavssoneK Acta. Chir. S 
cand. 109:327—333, 1995)^#t? 0 M<D)\s— -7\c3EM&Wm*ftmt Z> £ . M 
M^STS (Jamese. J. Path. Bact .90:279— 287, 1965) 0 W&foMX^ft 
%%>!MaK<<±, (Greene, Proc. Soc. Exp. Biol. Med. 133:544—550 

, 1970) „ IfX^^XLehman&^l/Boys, Ann. Surg 111:427—435, 1940) 
. B&it^yaM (Chancy, Arch. Surg. 60:1151—1153,1950) „ J^Z^VT (Mo 
ine>. Am. J. Med. Sci. 250:675—679, 1965) > So^ZfMlg. (Jackson, Surger 
y 44.507-518, 1958) #W6*l£o 

m&~£lZ, iXmm^mm^m'ev'Mt. *>-9-^H(Linsky6. J. Reprod. Me 
d. 32(1): 17-20, 1987), yV¥?nft<Dmm*^&VV# : ?nft : e : r>l', 
(DM^&X.XS^ti&l&Jft. (decascularizaition) (Wiseman?). J. Invest. Surg 

. 7:527-532,1994) ^mmmm^m^^. r^xiKmmm^(D^y^ 

(DWm&£ZfWm<DmM*'&tsVy-$ : WmMM : £7 £ Jl' (Wi semen and Johns, Fer 
til. Steril. ltM:25S, 1993) £r#t? 0 

**VZ/ mXi^ /^U#4H?;U:fccfct/F-fe#*-fe;l/ (docetaxel) ) s fry 
y*7-$/Z/ (campothecin) » x;V— r-nkTV (eleutherobin) „ Uvlos^^- 
y (sarcodictyins) „ 2L#i/xny (epothi lones) AtS^XSB, i/Xnf^'J 
H\ S7j< (D 2 0) , ^>l/^ija-;l/ (2-p«^-;l/-2,4-^V^>^— ;!/) , 
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y^jVisi/ls 0-7*7*77 "rS i/» N LY290181(2-7'^y-4-(3-b o U>>VV)-4H- 
^-7Kl,2-b)tf5^-3-*;l/#nh»J;l/) x ^^'ftT^^n^A, jl^U^^U 

jVm^y^^M. TALP) N ffiSi'tt (190mosmol/L) ^JdJ; D^fg;*n38fflflSIB 
-T>XU> (lOOnmol/L) gfcfc^l/* 5 ^ (lOmmol/L) „ 

i?^\sV>s xchoi (4^>>«t^>v^H) , uy*x77^yi, u^-> 

y) s ^'J-bo-;HII, Triton X-lOO^/h^^fbMW^ flR/J>WM3S*>' 
'WM (.MZ-l^ MAP2. MAP4, tau, big tail, i>X3y->y (ensconsin) „ 
MSH^-l-a(EF-la)4oJ;t>'E-MAP-115) , 8H8&&&f*(entities) (0IJ*.«\ t 

STOP 145*5 cfc tfST0P220) > 43«fctfW*#S;frfr5©3I2K &6mc±i2 
tc&^T, i5»hWj». /^D^-t?7k *y7*f^X Sfetix^^n^ 

, mm&MK. aimss, ^m#ffirffl^.y$/ i% «i8>w*o com 
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mm, asstk ^3/^f'j7) ) ©ffio^^^ji^rs^w 
ttM'bminz. &±(Dm&*mm?%rc®ic&m<Dffi&x&^znmz>o 

v?-te.&MK*mwTzc£ 0 ^^mmmmxa, o.5s«%~2om«% 

f4^MJt (euAtf, aim, mm®mft) commie, &mx-m. 

mm mx.&. mmm (sinus cavity) , mm, mm. &tt&mm&ffi<Dmtc 
^ffi^mzmm) mmznz> 0 ^xcommmmic^x, m^mw^mmit. m 

its mmzteWTzrctbte* ^mmti &rziz&&<D^tm.<oibz>ffliO icmm 
znmzo mm^m^mmiz, ±mxmmKmm^nxts^, ^^xwrnz. 
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Z**yy (.mZl£. ^^VZ^fris&TS F-b*4Hr;l/ (docetaxel) ) . ti> 
(campothecin) , 3LJl— fntTy (eleutherobin) „ ^;I/n^^f- 
> (sarcodictyins) „ X^>n> (epothi lones) AWB, ^nf^'J 
h\ fizk (D 2 0) , ^^U>^'J3-;I/ (2-^^;l/-2,4-^>^>^-;l/) „ 

O-^T^yfyiyZy) s LY290181 (2-T^y-4-(3-tfU> > »-4H 
-•^-7 h(l,2-b)tf^>-3-^;l/fc hU;l/) % y-yitT^^-^-Ls x^l^y 

-/M$*V^*g. TALP) , i&mn. (I90mosmol/L) t> ^fg^tl^»« 

-YVXUV (lOOnmol/L) tSfcfct^l/^V (lOmmol/L) , 

. ^i/'jx xchoi {3r*i/z/mziswm , 'Jy*x7 7^"yi, 

. ^Utn-;HfE Triton X-lOO^/J^^ftMWM, Gi'bmm* 
y>\*r% (m%-l£. MAP2. MAP4, taiu big taik lyxnyyy (ensconsin) 
. iSSf-l-a (EF-la) *5£0* E-MAP-1 15) . (entities) CflWJ^L 

STOP 1 45*3 <fctfST0P220) . &&Xf^foftWlfrt><&&tl. iZbZf 

ak&k). mmmc mx&, m#v-y<Dm&& * urcizn&mc&ttti 
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i^±(Diif^i (0u*.&\ ^» (xfflsa, vmm <om 

^^gM^-y:^^^. i^s^iiwfc'cfc^^L, ^^Tummmvmm 
^^mm^mmt^m^^ vx^y cil-3. il-4. il-5, gmsf) orstt^ 

^BH, 43^0^Xq|cDtftt^iitf^W-r§ ; «?|f|, FEVi (2 

1 «$ij^tl7c(forced)o?^«) , mmio£Zf{&mm/v$®iVtT;Vtiu- 

T\ fSmc#c#LT l~4M«&ciO~50mg/m 2 Tl$ 

^ZnmiMmm r^;VXj ^14^^ig:t&c;fc^T50~250mg/m 2 l^ 
#£tif#£ 0 ©Ate^co^T, 0.01 %~ 1 ij ^-trrt/fc^ ±f2<D3^;i 

T 
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o mm<Dmmt. »l/cfdv., man vrcm?mm. v : q^x?^^ 

IKi&ifiiffi*#it?„ ^I^a^te, i#*nLfdfc!i?£&£. ^MojgffM. if;taL/i 

*na/1^y^+-b;W4, 1 ~50m g /m 2 T\ ^Si:^n^^&{ii^t)igb-^-X.e> 
£#te^*y#*^;l/i&^co<,>TfcJ\ 10~50mg/m 2 ^ 1S1»^<::fc^T 

50~250mg/m *^6nSo ftil^m^/hWgiJfJ:, ^J*W»ffl«TlS^2tl&o 

9. mm, m^mmm, &&xmm 

ztf. umamm. m^m^mm. t®mmm. &&xfmk&mm*'Sts) *m 
&v&mftw&<D&&<DTTU-&imMm<t& ; &mm* wmz\ tS^i&s 
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^Ojgttff, Blhmt, ^X^7 h»(chemostatic stimulOlCfftgLTrt 
o 7?-u~&mhmm<t3£f&&(D£<omM<Dmmt. rjjgfltfBSCfatty streak) J 

comm*. CO^(mileau)-\0«H^ (PDGF. jfiL/J^iSWLia^CPAF). IL- 
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8l^£*fflJ^c<fcoT£j££ft3 : TGF/K FGF, hnylX^y^ -fenb~> 

r» n ^ if >(Dmmm&ffmtt- & tcon> fan*? «t # i«f<3<« wm®5« 

o 
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9cicmmi,rc& ? ^mm^m^mr Sterne $m^w#\ u 
'hwmit, mx&**v> (®m$. ^y^^ws^tf K^^-trA/ (doce 

taxel) ) , tsl^y (campothecin) N ■fu tf ~y (eleutherobin) 

» (sarcodictyins) „ JL&isui/ (epothi lones) A*3<fctfB, 

^nfyl/t'J F, S7j< (D 2 0) „ ^l/yyjn-;l/ (2-^^;l/-2,4-^>^ 
N (7-7 i rif7'T f /^^) , LY290181 (2- 75 7-4- 

(3-ifU^;l/)-4H-^-7 h(i,2-b)tT^>-3-*;l/#-hU;P) , :7«y{fc7;l/5— # 

(**V-;l/«*:/^*fi, TALP) % f£3fi14 (I90mosmol/L) 
i%?tl§ll»l, (I00nmol/L) Sfcfct^l/* 5 > (lOmmol/L) 

s ^-VJg^ ^lxU>, xchoi &*is>Wyrt*9D . UV*X7r 

Jctfx^X^^^^Cextensin) ) . ^y-fen—;l/|g«?fc Triton X-100flR/b© 
SSftaHWjft^ aW^miS*^*® (0»J*.fc^ MAP2, MAP4. taiu big taiu i 
^^y^y (ensconsin) „ ffl?-l-a (EF-la) 43£tfE-MAP-115) , ffl 
fl&ffijtttCentities) HXh^HK 5 X >J ^/^K&cfctfSfj 
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fro 

#^0«M1ilc43V>T. J»hMJ«. >**y*3rfe;k A^+fS'y, * 

i^b/cj; 5&y d?v— A«t^«!t?33st«n#So ^mmw * L^nsmtntc* 
^^wofl&oaffiK: &^t, #w*b»* gats $ n § tm^mfemm stcizm 

t&ct«?n5^^s„ ftmm&mits mmmm (.mm. a-mm 
ifymx>. -km^y (m^±&mm. m^y. v»m. nfeia) , nx> ( 
js*r>\ 0#cttra$^ u ^m^i^M) . cmm. ^mmm 
. mmm. m$y. vym. #/i/9V-f f) . *s»#> 03£#>o „ 
p^a^^» ; fs@&& (mat. (jiiw^y. 
y) . mmisy. t3&xffftmm#z'<D&5&mwAm*£vzm£w -.mmm 
mm. Bt3&zf/&rctefm/im3im&i(Dtf> ommmas>. $Pbm& 

Bfty) ) :-k®£5m& mm. 7rn-^'>xf(7)SttM«, ?n#>, 

m%y. Mft» ; m&tmmm mm. mmary. mm±fo<Dtfy, mm<o 
mm. muM-fty. u.mn^mmx) ; *s&Tsm&m& mm. m^xy. 
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m 

gii^^a^ mmmm&m, mmmmm^m, $s&zmmmwm 

*rcizmi*m&<D9im*irrLT¥mffimMicmmznmz>o ®m$, i^><d&%. 
o %\^rc{zts7— tmz^tc, m&m&M&T, srcizftmrn, mymwm., ct 

3\%mcTi%m®Lmm*^W3& rcizmw?%rctt><Djjmt>mi&zriz>o mmmB 
iz, m*(DMfo(Dm<Dmm*3LV%s M&*3&zfmm<Dmj3<D$m*^&o ixm 
m&miz, mw& (mx.&. ummmm^ mwrnsm. m^mm^) > 

^^ymm) . tmm. mmmmmfn. mmsm&. m^amm^ *s 
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^mmmmicmm-r^mm^ ffiw&<D9tt&Km\zmm*z>mmft) , #x- 

, /j^> *fc«^fl§©^) ) istaii&g (^ijx.«\ ism, ^ttw 

suns* *5cttfcA,^<Dftii©ff^) , fittMra, is&zfm&m 

mm<Dmm*3Lvmz> ■ m*.&. m^m^<Dmm (®m$, mmft, mm±it 
ft. miL^mmmt^mm') ; ^^.mm^mm mz&. mft, ^nmft, 
&mw&mm (M%-i&, mm, mm, t^m^rm, mmm, is&zfmm) ) 
; wn (mar* mwtft, mmft) ; rn.rn.mm m&mm^ft, m 

ft) ^tSo 

tc izm*(Dm&cDW.m*fr l x^mmicmm ?ti#§ 0 c <Dgjc & i > xmc £ 
i o. 
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mmmz, «<fc07fn-AttiISM^§„ £<D«F*J$i(neointimal) 
m&m*. S<£#LT^3WK!^S^*Itt- (Hume?), J. Clin. Invest. 34:32 
7, 1955;Busche>, Human Pathol. 2:253, 1971), ftZZflC'bMmMI&mFrQohn 
son?), J. Heart Transplantation 8:349, 1989), JFrl!iM^fiJt(Demetris6 
, Am. J. Pathol 118:151, 1985). ft^mcBfemfr (Burked Lancet 1:517:1 

^^(Dwm^^m^x^ w^^imnm^w^mmm^ra:^^, Lewi 
s-F344^ v y>\m&w,^m^ mmmt®L<Dmmzmc& d wmtn ib nsi 

80%L^±^3MPb^±5£#L, cine>cD90%^S^i!jif«^^ri: k^:? ©T' 
(Adams Transplantation 53:1115-1119, 1992) 0 #t^<7)®^fg£ 

: (O^IS^^^fiU (ii)^S»J^ic^t>^-9giJ^ffl^Mb. a 

£ ik i i c^raic t & & d {Sii^ nrcmmmitmtki&ffi'? z 0 

t/B, v^Xn^Vl/^U H\ M7j<(D 2 0), ^^l/y^'Jn-;K2-^f;l/-2,4-^ 
^^7l/^^>(7--r7'-9 1 T7 ::; V>'y), LY290181(2-7'^y-4- 
(3- If U >>»-4H--f^ h (1 ,2-b) lf^^-3-*;V F- h U 70, :7<y ft y /!,=•- <> 
A, x^l^>'yun-;l/lfX-(X^^W^v'Vl/X^v'^-h), ^U>->ji^ 

^fK£^V-;M«*>^H, TALP), «(l90mosmol/L)^mc£«ai2 
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ftS*fflflSJS§g, ^>XU ^(lOOnmol/L)^fc{i^;l/^^y(lOmmol/L). PJ — l/ 

Wtt-Jimmm. Triton X-lOO^/jNe^^ffi^ SK/hWMjt* 
V/^R(0!IS.if* MAP2, MAP4, tatk big taik ifiH?l a( 

EF-la)45J:tfE-MAP-115), »{*(^^«\ fclXhMik ^X <J ;/j«f±# >^ 

Wf). &m&mm<Dfr<Dtf U K(0»J*.fcT, ST0P1454o<fctfST0P220):io 

te#LT 1 ~ 4 3S«JC10~50mg/m 2 «?|lf ; l~^;l/Xj Jl&jRii, 1 

11. ^ittx'Jf7F-r7 

ftI<Di^Hco^0T^^o SLE&. V^<O^O^ffltC4o^T2500AtC 1 A^feDtf 
3£^5]«</^I^T\ iSW^M-efeS(Michete>, Mayo Clini. Pro 

c. 60: 105, 1985) 0 SLEii, l0~64^OP^<D^cD^:14©P^-e700AtC 1 A<D2§jg 
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Hinted 3BltB#<O20~40%fc:#£U fbt^tOT- ^tt'J >J3i5R£S 

'bmmis zfMWjM*^&m&<Dm9m<Dif!mf& it , * urn m turn t — *s 

^(DJkWmmt. ^LTl^fcf^&^n^X^Conion skin) 

y^^-b;l/^3j;tf K-fe^*-fe;l/). *y^hf^^ xtf^n^A&^lf B, s> 

yOlisi/>(7-7 £ T*?T7 t yi<'», LY29018l(2-T^y-4-(3-tf V S? 
;V)-4H-^^h(l,2-b)lf^^-3-^;PF^hy;l/), — x^-U 

> ^ y n-;l/ * 5/ > ^ ^> h ) „ ? y ^ vx^l/iX rvl/ 

*V— /l/«*^**fi, TALPX {g^(190mosmol/L)^mc«fc0^^n^«fflSSffl 



(81) 
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-OXU^dOOnmol/D^rc^^l/^^^dOmmol/L), ;§f >T — >*g-g\ ^ 

V*zu-;mmm. Triton X-lOOfR/J>W^{b«af?0t, «/M3f0Bil*>><*« ( 
m%-iX. MAP2, MAP4, tail, big taiu x>xn^>^ ffl^l a(EF-la)*5 

^*«Be©*0#U^^ KCflflfcfcf, ST0P145feJ;tfST0P22O)feJ;tfW*4>a 
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y/ttn. T^/m. ^;l/n-x, x^n-x$/c(if^ b U ym^Wb 

mffflaiz. mz.&s &&<Dmz.^mmmc. rnnmc, mmfrz. mmm^ m 
^(D^cDm^ixmm^mm^ (&&l<i*. mmm. ct, mri^ 
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mmmi 

S l rc t # , 19 $ n § ^^igffboi*^^ y t tr 0 

a. aa^ig^M 

o ^T(D|^lp D D {i, ffi€>aa«^&-ttntf, Sigma Chemical Co(St. Louis, MO) 

CPPD(H»^)«S®*iI«Lfeo MSIO^XM, 10|tn*iK*^33 
%, 10—20 /imOP^ ^58%, ^LT20/im£Sfc5fc<W9 %T?&ofCo JtfEO^ 

IrI Vm&CDW tpmfo^tt3i C /Co 

t^toiia % Mf ^ 7v~ y < bCPPD * ft ti if y ^e+f y ^ffl v > xmfi&z n fc 0 

JSaSfttt^tif^O^^Vr^tt, 50%Mjt<D lmlfefcr>75mg<9CPPD£;fc 
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3. $f«Pia 

tej&^ftlS, 400ml<Djfiir$£\ HBSS4><D4 h ^ >T500(Phamacia LKB, B 

iotechnology AB Uppsala, Sweden) 80m 1 tM^h^ ^LT im^tt^^fco J& 
m*mmmcM&b, ^LT5mi;£\ lSml^U^nif U^^-:/ (Coining, NY)"£ 
<D5ml Ficoll Paque(Pharmacia)tC^j|jPL/Co 500gT30^Oj3^gtCD^ $? 

(a) /^U»^-b;l/ 

^^l/X^-J^v- K(DMS0)4>tf)12mM<7V^ ij £^-tr;i/<7)X h \y ^r§M£\ ^S- 

, Mfa&tfiVW^y 5 , 000 , OOOM/m 1 <WTO&C»JU 0.5%<D^DMS 

o^-eo -so ii\MDmm%:mf&i;rc 0 m^rcit^^ycomam^, mm* 

, 33°C-Z?20^, ^•V37W\0^m^^^r^-hl,rc o 

(b) yyitTfr^-VL, 

hbss* i M<Dyy{kT>i^-?Mhi¥ 3 )<D7,bv?mm?tMr£Kmm^rco c 
<dx hy^mm^mss^mm^. 5-\oomU(Dmmmm(Dk\? 3 mm.*mrco c 
tit>mmw 3 mm(Dmmm (50/11)^, s.ooo.ooom/miw^mc^nu ^ 

LT37°CTl5^-<^^^-hL/co /l/^y-/Kl ^kO^jtaU ^-£20 
Mi^^v^yfi:-9 i V^-9 1 X^Mia= lmg/ml);£»U «^rf14{bb/c 

(c) y;->>x^;V3ix^;l/ 
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, 5,OOO,O00mM/m\<DWtpmcmul^ ^LT37rT15^W^^--FL?c 

m= l«g/Bl)*»BtaU ttUfi*?Stt{fcL;teo 
(d) LY290181 

HBSS* <O100/iM<DLY290181<DX h y ^»«**ffefcSI«b/fco COX h>y 
$£HBSS**e*jl«?U 0.5-50 /iMcDMJ®tBHOLY29018irgM^#/c o cn^#IR 
LY290181«O^«(50/il)^ > 5,000,000»/mlO^^C» U ^LT3 
7°C-ei5^-r>^rL-<-hLrco ;l/5/-;Kl /iltO^MlU ^T20/xlcD 

5. {b^f^T^y-te^f 
^TOfb^fg^P^te. CPPD(50mg/ml)^ffll,\ HBSS^K 5 . 000 , 000»/m 1 

(Dmmmm-vmmvrco ~r-<xcommic^x^ o.5mico«£\ i.5mio^^y 

Eppendor f =f- a —^"tf <025mg<DCPPD* fcitO . 5mg<D1f -f ^-tfV^^ip L fc D 
HBSS*CD25%DMS0icr§^L:rc;b^y-;l/cD10/il^, 1 /x M<D^iBLStc*S<fc -5 

tc^An L , LT-y-yfjizm^ l -ags * ft » +r -r ttz/K. * § WrSttfb 

^H^JbfCo fb^fg^fi, LKB Luminometer (Model 1250)^ffll/\ S^H^fefilf 
L)„ 

&xj**-vmw^mfcm7t*m^TWi£Ltto mmim^n^ 25m g ^ H H H ^ 

fctiO.SmgW-Y^^^. 1.5mlcD^-V^^^Eppendorf^3.-^^An, ^ 
LT37°C^-eM^L/c 0 37tT?0.5iiltOlBBfla*. 7xUf h^DAC tfctKi 
AD («^rtj® 1 . 2mg/m ■ZlsT**y7*m*brc : ?-2L—'7*M£ : 9-?&Ztte 
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^omm^mtLrc 0 mw&mmic r*—?^ io,ooog-eio#p^L^^ 

7. $f4>«raT>y-t^ 

25mgtDCPPDS/c(i 1 mg(D*f^ ^'^(Dl^nti^^tSl .5mlOEppendorf^- 

, ^LT0.4mlC)±M^^T'y-tr-t'C)/c46^-20 o CTiTiaL/co 

'JV'f-Ali, Micrococcus lysodeikticusM?SM0450nmc7)i^7 , ej$^*5it§M 
^JCfcOSU^LfCo lB!¥fc5E-^n«jr % Micrococcus lysodeikticus^. O.lmg/ml 

r ^lCcfct>0.7W4JC|igi5L/-Co »SS(*/*cti1f-<^:'tf>')««fctf«llia±W?K(10 
2.5ml^MicrococcusMM^«]U ^ LT^jg^fettSM^^^ 
Lfc 0 0~2000#{u/ml<DlBHU:&£ U h U£F6)#Ii 

; ?-bT450nmfD^JStc4ott?)^>MJ^tC>(>f'r§ «J V^— AifflKOHIE^ 

^ x n S/^— tf (MPO) rS14(£> z?T- ^^^(DMitZ: £&%:5 450nm<£> 
^^cOtiAPtC^tJ^b/to 7.8mg<D^T->'> ? >'^ MIfaD, 3.2mM 
T\ pH5.5O0.1M^Ji^M®^100mlcfi^}g^b/co 1 mKD^^y h 0.8 
§tol(D*JT—isi/Z/mmi£W4MV, 1 %Tri ton x 100^50 fi U tK^M^OO 

.05%3SIWb*lR©10/iK *5ckt>^ H -W±M^c050/xl^»Lrco MP0S14 
«T©fS^ffl^t, ®^(450nm)/#<D^fc. A A 450fr e> L : 
y T—i/is fc (nmo 1 /#) = 50 x A A 450 

8. jfcfSj^W 
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B. MM 

1. 

(a) /^U*4^fe;U 

37°CT\ lB#|?g s 46 |i M©;^ 'J ^*-b;VT«Lfc^^{t nyhn-^ 

(b) 7yfe7;l/^^»A 

(o) jsyjL^-frJLX^j]; 

2. itmzm 

(a) 

28/iM<D/^^U^^-b;Wi s ^tl^tlH 1 A. 1 B &<fciM 2 A tC^"T <fc o K 

-r^r+f^co^r, ^-n^n, 52%(+/-i2%)*5<fct/45%(+/-n%)-e^o/-c 0 28 

~Q$>itc(m 1 *5cfctf 4 A) 0 0 1 k*5&Tf 1 Bti, JfaSt^^V-^fkCPPDSf^ 
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(b) y^itTJl^^A 
5~100mMMSO:7^{fcT/l^rL*>A&, 0 1 C iCTjkT £ o IC, iftyV- 

v-^it*fj- ^>mw&^mitmmt<Dk\v 3 mm(om&^^^t 0 com 

(c) ^Xf^XXrjl; 

irate. n> hu-;ls0)it¥nmmcMl,T§m*mVT^%:fr^rc o 

(d) LY290181 

o.5~5o fium&(Di\29omm, mi Eic7K~?&5ic. M^yy-yfkf-i't 

3. X— tf+S'K&S 
^ h ^nAC OX-/ F A *~ fe (SOD) ^RTtg^MTntc «fc D Sfl 
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it 

1 7 n MOLY2901 81 £rffl 1/ > fcCPPD*5llt^^>«<D#aS * 7c, SX-^ 
-t+^F^i(D^Mt/cP»t/c(i3 C)o 

tis jfiiiKn-hcppDtc^o^M^nTtw^e^. ^n^n, Mpo&^tfyy 

& o fc(p<0 . 05) 28 fi U(DJ ^ >7 V $ ;V<£>&&TX 9 >4=- ^— %/ 3 V 



(90) #S? 2001-503785 

c. 

mm^frsf c tick k> , >\>7 u $*^ji&xzf^(Dm<Dm%'bnMcDmmi£Vt& 

&&<ltt>^-Znrco LY290181^, X— /V- *4^> KT^>M^fc£tfCPDD££ 

mmmmicMT %> t 

7^ FGP68-88^/c(il^^^>conAtD(/^-rn^T\ ^;l^^+C>tgj!jn-r £*t 
Jgcoy^ y ^^-tr;l/C)^#ffiT^/c(i:#&TT48^cDP^Mb/co ^ V 
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w$j&-r y t tr * — & c £ ^-r 0 

natW3 

a. wm$5£m& 

^%^iljg<D^ u ^-tr;Kio~ 5 m, io~ 6 m, io~ 7 m. &j;mo~ 8 

tlBCBf^f, 1 X10 6 cpmOH^^^V^Mig^tC^pL. UT37°CT 2 
BtP^^^^-hb/co «£\ W[UiRi§^iiLTiE^b, 

B. MS 

«J^O;^u*4Hz/W)\ io" 8 Mi:|W|^iSco«ST\ r&JUfcffl 
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2. 

^m^xmmmmax^>^ a^ifc 0 io~ 7 utmmmcDi&mmo^^ 

O tto 

c. #M 

HfifEM 4 

a. as*Lfci£ag 

^^^^!Xt)jA^PJ^-r^Ci:^J;DffFflBb/co Delete, {g^ 

JgT^b- h Lfe^^V "9-^ h (10%FCS. 401/ # 5. > H ta^S^JKbfcDM 
EM*)*. 6^0-10^ H©;^ <; ^^-t^MMLfco W 



(93) #g 200 1-503785 

b. MM 

£ 'J ^-b;WtJgT\ ^Inyf n— ;Vcoi00%<}: D^fro 

/ho ^£>— 10" 8 MIC jolt 87%^WftHCj;D / >%fro/c(0 7) 

/to 

c. #S 

m&KmBwg&T?&^rco ssspk&^t. ^^^/^^ hit. mmcmm-rz 

^6nTl/^(Mastronardie>. J. Neurosci. Res. 36:315-324, 1993; Chandler 
J. Neurolmmunol. 72:155-161, 1997) c 

(i, M^S©h^yX^x-^^V^X^-effPiffi^n/c(Mastronardi?)s J. N 
eurosci. Res. 36:315-324, 1993) G 
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5S«E«/<^u^*-b;vii&*<ofi[Ta^ (2mg/k g ; 3x/i, ^ftio<Da*f)£ 
Meam. ^ i wfjai© h7vx^x-y ^^Kf ffe^fto mob 

tXS'Ji^bft. WKttMML, ^LTJEOL 1200 EXII h^X^y ^ 

b. MM 

tt^tojsttaraiffr s on. h 5 y x x ~ ^ * ^ x ©jkic & # s gfap 
xti. strji«u^;v©GFAP*WbTi/^(^i)o cneof-^tt, 



■ * 1 , 




GFAP 

(ng) 


GFAP 

(ng/pg fatfH^V'MP 




0.64 ±0.02 
1.80+/-0.1D 

0.B9 */-aos 


12.8 
38.0 
13.8 
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^*y#*-fe;w, rt^«ti5i^Pfl«-r^^s^^^-r^fci6^, eoma#i 
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3lHltTo/Co 

TAs^M FT20^H9I3?£U DAPI^'-e-^T^F^-^x-^W^F-^X 
1 /ig/mlTI&feU ^LTa-tf^^-F^Ox^l^^X^li^/co 7>f h- 

^x^mmvrcct^Tr^cm i o) c 

I*1MJ7 
ti5ir -y -b^ ^ a F n ;KMTT) 
lBBfc:. 5~lOxio 4 mSi»^s ^x^fcDOe^x^yu-F)^^!^- 
FLfco *7AS^ 1 £»%UcLfc(:7^^) 0 2 umc~7\s— F^fKfc 
/t^TigJ^^T. M^O^CD^^ts-200/ilcDJg^^nb/Co «£\ 

J$T\ ^bT200^1Ofri!l^iai*il^j!jnb/'Co £e>fc:3~4 

B^^-^/co 5 Hate. ZO/il^^^l/^T^-^^-yx^^-r h^V'U^ 
A**^(MTT)(5mg/mlP B S)^ijpL. ^ LT37°C-e 4 BSffl^ F £ 

•^/co mmtt^tiyhL, ^LT200/xl<DDMS0^«jL/£: o y^V-F^O^M 
^LT562nmO^Jg^^^o/'Co 

MS 

^W(D%tLxmmLrc 0 mm(D5o%^Tm^m&r^^ic^ ^ si 1 a~ 

Efr6ftf¥£:W#So 24B^H§Lfciii^C&, LY290l8Hfc^»\ M&W$J»C 
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m^fflvft k> . 5 nin^oicso -v mmmmzmmis & mm-r % c t w&^iz 

* ^j3OnM(0A). 45nM(® F)4oJ:t;45nM(® B)(DIC5o Uio'ftiHC cfc 0 < 

Tfeo7c 0 a^Wtcti, 7^'ft:7'>'V^^ r >A(AiF3)$5 c J:t/^>'lx>^i; n— ;v 

©IC» tis ; etl ; fn> ^32jiM(0E)43«fctf64mM(0D)©0^1UC<fcDi£fro 

HMJ 8 

A. IfflfecfcTOfe 
1. lL-iS!iatAP-ilE^?gttt± % ;^i;^t;l/(c < fc>)fflf5ns 

AP-lffil&CATU^— ^— a^*#t?^g^t?h^>X7x^ h 
U ^LTIL-1T«(U IL-l(50ng/ml)^jtaU fbtl^OM^^'J 
^^•fe;l/©^#ftT43«fctf#&TT24^-i'>^^^— h Lfc 0 i; ^-b;l/ 
rJgMS#fil^-rCAT^^fgML7c(¥i£|±SD)o TX^'JX^ (* )-e?$ae 
L/c-r-^fi:, IL-im*CAT?gtti:Jt«LT, ttfc£KH£oT\ P<0.05TWKtt 

2. IL-1SI^AP-1 DNA^g-g-rStt. AP-1 DNAJC*ff£^ ij #*-t;\s(DmW 

*S-&S14^ , ftcttstsmt n h ap- i ss^ij fx* —~7Ho <fe w )wmm t/yvTv*. 

-f^ffl^TT^y-fe-f Lfco «4r©fi<D^U#3rfeMlO~ 7 ^e>lo" 5 M)^TIL- 
l/K20ng/ml)TML%l,\ SfdMlfc, 8?#*fflflSfr ig^JcD 
7n-7fc*±T?30#ltg-rv+i^-hL;te1&. ^gfltfVMtStaci&Lfeo r co 

3 . IL-lg&l$MMP-l:|3<fctfllMP-3 mRNA^JC^"T U #^-t?;KDf£# 
*BIJJS£* «*<Oiftg<0^*U ^^-t;l/(l0 7 Jb^lO 5 M)T24«Mb7c 0 & 
IL-1 0 (20ng/ml)-e^ 6JC18B#P^, y ^^-t;l/O#ffiTTML/c 0 
SjgRNA^lSIb, ^LTMMP-1 mRNAl^;V3\ /-+f ^^"n h t> Mfe 
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32 

etl/c, PM«S»7y h GAPDH cDNATSyn-^L/co ^n/c^JUfi, 

-mmmmzm*. t y^mm^mmcmmi,rc 0 mm*. ioox20mm*g« 

4>2. 5X10 /mlTt/b-hU * bt 5 %FBS#-g-t?^AF12*giftcK — 

^rM^(Dmm<Dtrim^mmv6mmmmi,rc 0 ^-v&fu-hic, il-K2 

0ng/ml)£«]U ftt^-h^ £6lC180^-T>4^^- h Lfc 0 &£RNA 

«m?t»]^{±tb/c 0 ^14L/cRNAM*|(i5/ig)^, l %^tty;l/ft> f^WMMMK 
<fc«9^#TU ^--Ta^^^^p^tc^b^LT 32 Piln^y't-^'cDNAya- 

• if (gapdh) cdna a N m^mm^ym^mmct % rc&<D^mm-£$>z>o wt 

Lfc^^l/A^X^-Y^U ^LTImageQuant^ffll/^T^a^JlC^L/co 
B. MS 

hn^ y ^ma^T h y ^x^^n^n^^-- ff^fg^. $e^H?ap-i 

-fe/Wc££, -^WtCh^^XXx^h^n^#TO^tuMW, IL-lf^AP 
-lL^^-^-Jie?CAT®14^{gMb/t 0 iot, IL-l^AP-lSSfi. $K#*ffl 



(99) ftg 2001-503785 

-Y ^ t: If £ — o C £: ^ L Tzo 

3. AP-1 DNAlg-&Sttfc*frS/^^U^^-fe;l/(D^« 

m^mmt, io" 7 ~io" 5 ucDmm<D^^ v ^^^-ezmmmmm^nmm 

m*?(DtnM'bW$L LY29018K 'N+^UV^l/n— ;K M*K. ^'Jyyx 

^;l/XXf;K AIF3, x#$/p>\ ^s^Zf JL^ly^y -if V 

o 

c. #M 



(100) «fg 2001-503785 

^7 x ^ ^ a 7d tM i—ti<Dmmic£^ £ £ n £ AP-mi4€>Pfi^;: J; 

n xn tm %>ct t>^mzn% 0 cne^b^x^^n^a 

•To f£oT, vF^x^^n^Df^t- trX^iJ^^\ 37^- trfc^tfX 

mmm 9 

mmmmmmmn*. ^^<Dmm^mmicmmhrc 0 cvmm*. 100mm 

X 20mmig«7 :: V >y ^> a. fp 1 m 1 Jotc <0 2 . 5 x 10* T^l/- f^y^U fLt 5 %FB 

i&^-mmmz^ ^-em^^mm no' 7 m. io" 6 m. io~ 5 m. ^mo" 4 10 

32 

^d^u t^D^^bytiu fit p-mmy°u^*yvij^ ( 

7^U#^) cDNAXn-X£^XU^X2-t±fc 0 * miTfr~r\i 
KUVBTrfc - tf (GAPDH) cDNA^ N 4o4oJ:^MO?t^fiil|}C-r § /c46 
OFWg2p£L/£ 0 HHXy;W>;&X^>U ^LTImageQuant^ffl^T^a 

MM 

LY29018K -N^>U;y^Un-;k Mzk. ^^Ji^aiXx;!/ 



(101) 2001-503785 
N AIFs. y^l/->i?y3L#?-tiy (tubercidin epothilone) „ $5 ^IfJL^- 
^Un-/H£x- (X^W^/VX^>*~h) ) fMffib/t^TOMJ^ 

NF-/cB®14 (ffli^X<D) T>y-fe^ 

icfc&'?z>is#—&—mm?Tv~t4 (nf-kb) K&*>migmcWffi-$nn%o 

— SBfcl, NF-kBU>K— WSSfa (Luciferase, Promega Corp.) T?StffiC 
h^XXx^ hb/cNIH-3T3 (^^X«^«) ^ l^x;V (24«7x^:/ 

U— h) "MfcK> 5 xioVu— Mfco -in^xvFtftSi: (3 — 4 H 

a) , aula* lmio^jfii^flfi^i^jftfcsift-rsc^tCcfcomfiR^^feo 24 

Ong/mD^tfTNF (20ng/ml) £«Jbfc 0 »#IL-l:fc<£tfrNF&C 1 ^4ocfcO* 
16BfP^BL. ^UT24BtP^tJCNF-fcBrStt^?|iJ^b/co igifefc&T 
% ^LTttlflfr&PBST?— mU^Xb/to SfflflS^ 250/i lcDr§^«r^ (P 

romega Corp. Wisconsin) T15^ffim b/c 0 2.5/i l©lTOJft&^^t?^ j.— 
^tC25|tl®7l/'>7x^— if»fl£«rr&<I£fc:J;tK NF- k BlE^igte*, fF 
{ffib/c 0 7%-?<»lC>\s5.y*— (Turner Designs) tcJfAU fit 

^TO%io#«tebfc 0 ;w7i7- if© 7 s — &*#>s^nmmic 

•o^xmmtLtco 

mm 

C©f-^^ $ ; L»»J^NF-KBM*^43l / ^T^b/-cPM^ «*<D{gf£> * 
^"Tcl^tCfc^a^bfCo 08OA, S80B, I280C, *5 .fctJWODfclTjVr £ ? Ic, V 

uvi/iti/is&wv? u ***>)uz, il-i^nf- k mmo^mwmmm- K b 
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mmmu 

MDAY-D2« (7<)X'jy;^H) ^V>Xlc£#tU ftt«ia.5~l. 

urn* bus) icckmcxn, ^mm^^mtct Sterne a umzk\k±.-vmm^^> 

ifcx EC»3-oc>M^-^^ N 20%/^U^-fe;l^7E*L/c+r— XKt 
hermopasteX ?tlLTl^l/^-^-X tfctiMtttD^f n*^4 
fco mW% 2 B MM L T 6 *3 JH^IEil L /c c 

LftMDAY-D2M(i:, iMffMS^^U CtU^M (CAMJC 

^RTigT^^o c©7y^(i, WTtMtS;^ U ^^"fe^^U/tif— ^ 

(b) mmmm^m<Dmmmmo 
^mmxr^mM^fco 20%/^ u ^^;v^m^rcv— : e^~ x h -«fi 



(103) #g 2001-503785 

vrcmmicts^x. a^hu—jimm mi4k^s^zfmm') ttm^rcm^ m 

o 

tc^ifim£:#oT, a$?&Cifim$Fr£Lfto frfclcff^^tifciMti. iotfi^ 
fc^t-SX^— ^©.fc^^m^S^T^^^MSltCJiAbTl/^c (014A 
*5cktf0l4B) o 3>hn-;i/JSSIti, A^^^^tffi*© 

^Bb/cja^tCOV^T, ffl«330mm x597mm<D A#£T&o/c ; JHJ§©-T <*JS32 
K:fcJ:i4<E>jfiiW&*rrS5b^ M^ii:, 3~4©iiv^lifcr)»^t5o 7E«b 
TV^v^-^-X hT^«b/fcJB^tCO^T. jaS^A#^«623mmX678mm 

IS! b T ii § jbHC ^ > J&W^-a" A,T? V > tc 0 
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e^H?*^T*M«jfflflak:<fcoT«^istc3Sija[*nso 20%^^ y ^-tr 

A. -yhUMsiM ( tcamj ) y-y-b^ 

WV&ttJ]/ (Sigma, St. Louis. MI) £ % 0.5%7K'l4^^;P-tr;ba— X<D10 
fil7'Jn-h^/cDs 0.25. 0.5, 1, 5, 10, 30/igOi©aT^-&L/c„ 

6 B BO^-CAMO^cfi^tctSMtcBi/^Co n y h n—;l/ii, y #^-fe;l/i£# 
S &</^ ^;V-b;Vn— X -rV X ^> CB#liaSK®T*CAM±fc:g < c £ <£ o T# 

(Dage-MTI Inc., Michigan City, IN) hW^^ntcleiss^WmMM^m^X 



(105) 1$& 2001-503785 

fM^XfA (Vidas, Kontron ; Etching, Germany) ^ffl^TlIlfc 0 Jftl^ 
"c\ Ii©M^^77Y7^U3-^>- (Model 3000;Matrix Instruments, 0 
rangeburg, NY) ±Tf^MLfc 0 

<vmm* i % mm\ x ^ v a 4> -p 4 °c t 1 . 58#n^£i^ l fe„ &v ^ t\ 

^LTJoel 1200EX«^m@m3ii£L/'Co TOtC, 0. 5mnr9Jtf-^ D , 

fg£llBa&C, -^hUK^, ^^WjO/ci6^fflL/co Mercox^jJil ( 
Ted Pel la. Inc., Redding, CA) ^, 30?-: ^C>j£Tfflir^ffl^TCAMM§« 

^|$ltLfc 0 §f5g«m2.5^A<DMercox CL-2B^ y ^-$5^00.05^'^ A 
<984*£ (55%-^VV;W^*4^>K) 2>^&D, 5^P^M^0f^^Wr^o 

ISU ^/^7'>">)At-n- r^r>^L, ^LTPhilips 501B;£g§ym^t«i 

, ^^nx^^mmm^ mfommm-vimmmmmtztim&o mis 



(106) mm 2001-503785 

(®i5c) o iine^iitc^oT, mc&%ifRwmm<Dmmcfafr-oTWi. 
wjsai^t- (i^i 5D) o m^mmmis^ji/T:. cm^mmcDixmm^m^m 

%&WlC?f1±?2> (015E) o 
0.25. 0.5. K 5, 10, £fcfi30/i g<D*M<D/^U ^-fe;WC 480^01® 

Ltco ccommtm^c^r, mx^mm&m-zn. LtKaot^i^ 

>W^k:fHffi£tu ^LTsEii^ntffco ^fiJTOc-o^T, IWOPII^, 

/to §»£i§LT, ^M^4^C»^jfil^BaTg¥jffiL/'£ (il) 0 ££Df£Pg 
P^X F*3 «:<D*&ifii« (it® 6 mm 2; fc &*&lfilW£j@HI«T 3 ) £M a> L fc Q 
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mi 



0 ^lE^&lfilW.frtff 

3-7^^ (jS@6mm) M^T/r^^tefc^M- 



«2 

/^'j**-fe;i> *5^Hz;l-n-x (iomD o.25ms 2/11 

^;t--fe;un-x (iom i) o.5//g 6/11 

^^)l±:)la — X (10m 1) Ug 6/15 

*^;kfe;PD-X (10m I) 5/ig 20/27 

*9-)U±)ln-X (10m l) 10wg 16/21 

X^)l-tJlU — X (10m 0 30Mg 31/31 

PCL^-Xh (3mg) 0.05% 0/9 

PCL-s-Xh (3mg) 0.10% 1/8 

PCL^-X h (3mg) 0.25% 5/7 

PCL^s— X h (3mg) 0.5% 4/4 

PCL^-X h (3mg) 1 % 8/8 
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PCL-S— X h (3mg) 2 % 10/10 

PCL-^— X h (3mg) 5 % 10/10 

PCL^-X h (3mg) 10% 9/9 

PCl^-X h (3mg) 20% 6/6 
20%-tf zrj-y : 60%PCL^— 7. h 

(3mg) 20% 5/6 

(lmg) 20% 17/17 

mmmmmm (2xiowi) 0.3% 1/12 

Mill ( 2 X 1 5 n I) 0. 3% 3/3 

flI*4fflS*iSif& (1 X15/X1) 0.3% 15/15 

0Sf4fflS^DX7x7 10% 4/4 
(15 w I) 

h&m. (~ 1 mg) 2.5% 5/5 

x^>bmm. (~img) 10% 1/1 

b*£S (~ lmg) 33% 3/3 

^ □ h U >?§ffg 1 0 % 5/5 
(IOmD 

m)imf%<&mW} (ling) 10% 

s-feju^ <io o 10% mftmm 

5iz;Mg?£ (10/il) 4/ig l/l~#Mfq 

Cremophor Taxol (10«1) 4 /xg l/l-~^i4MIiJ 

4PCL : MePEG^V— ^ (lmg) 20% 10/13 

PCL : lMePEG^— X h (3mg) 20% 6/9 

5^px7i7 v&mmmfti) 20% 7/7 

S?DX7i7 (EVA) 0.6% 2/2 

i^DX7i7 (30~100/zn) 20% 11/11 

mm 

5^DX7i7 (30~100/iii) 10% i/8 

mm 
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Ml jjjttfb^ji/ mm. m.'g/m 

5,t7t3X7x.T (10~30Mm) 20% 5/6 

S^nX7i7 (l—lO/xm) 10% 5/9 

$^OX7i7 (l~10/*m) 20% 8/11 

mm 

$^DX7i7 (EVA) 10% 9/9 

mm 

Ay ft^Xbaccatin) ^-Xh (2mg) 2 ug 2/3 

*^)l-t)lU—X (5wD 5(ig 4/7 

^hhl/^-y— h PCL^— X h (3mg) 1% 0/13 

PCL^— Xh (3mg) 2% 0/3 

PCL^— 7. h (3mg) 20% 0/1 

PCI. : MePEG-^— X h ( 3 mg) 2 % 1/1 

95PCL : 5MePEG«^— X h (3mg) 1 % 0/6 

95PCL : 5MePEG^-X b (3mg) 10% 0/5 

X^-;Hz)l/D — X (10m 1) 2/ig 0/8 

^7°l/H- 4 /D> PSMJIS®^ (2X10wl) 1% 3/4 

mnmmmm (2x\s u \) 1% 1/1 

t°7y^r-y— ;t/ x^;Hr;n=i-x (lo^i) \Oug 1/18 

(pycnogeninol) 
(7°P7>h-/7n-/» 

PCl^-X h (3ng) 15% 1/2 

pcK-xh omg) 30% m&i&m 

^omm *^)l-t)l<n-X (10/xl) 10ng 0/8 

;X^;Hz;l<n-x (10yi) 675ng 0/2 

^/^>$m *^)V-\L)VU—X (10m 1) 0. 2iig 0/6 
75^/>h (1) 

^n^stfaM ;*^;hdwd-x do/ii) 0. 4^g 0/7 



MM 

7?y*>h (2) 

BMOY 



BEOY 



(110) 



5 % 

2.5% 

10% 

25% 

35% 

10% 



2 % 

1 % 

2 % 
4 % 
8 % 



i^DX7i7 (tag) 
PCL^-Xh (3 Big) 
PCL-<-Xh (3mg) 
PCL^-XN (3mg) 
PCL^-Xh (3ng) 
PCL^-Xh (3 eg) 
80%PLA : 20%MePEG^— X h20% 

( lmg) 
PCL^v — x b (lmg) 
PCL^-Xh (3mg) 
PCL^-Xh (3mg) 
PCL^-Xh (3mg) 
PCL^-Xh (3mg) 
*J-)\<^L)Vn — 7s (10^1) 
N/A lmg 
PCL^-Xh (3mg) 5% 

PCL^— Xh (3mg) 10% 
;<?;Hz;UD-X (10/xl) 9//g 
^^JViDln—x (lOtfl) 2jxg 
PCL^— (3mg) 0.25% 
PCL^— Xh (3mg) 0.5% 
PCL^— X H (3mg) 1 % 

PCL^— X h (3mg) 2 % 

*^;Hr,u-a-x (10//. i) 9/zg 

^^Jlz-feJl/D-X (10/X 1) 1 Xig 

PCL^-Xh (3 nig) 0.05% 
PCL^-X h- (3mg) 0. 1% 
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0/5 
0/3 

2/7 
0/9 
0/6 
0/3 
1/9 
0/2 
0/5 
0/6 

0/6 



4/6 
0/4 
2/3 

2/2~#t£iM^J 



m 



(no 



mm 



(lavenduslin-c) 
MDHC (5^d^> 



X5^ >^ c k^ 

TIMP 



PCL^— X h (3mg) 0.25% 

PCL^-Xh (3mg) 0.5% 

PCL^— X b (3mg) 1 % 

PCL^— X h (3mg) 2 % 

;*^;Hi;un-x dOtfi) 3Mg 

^^MHUUo— X (10m D 3/ig 



PCL^-Xh (3mg) 

PCL-^— X h (3mg) 

PCLt— X h <3mg) 

PCL^— X h (3mg) 

PCL^-X h (3ing) 

PCL^-Xh <3mg) 

PCL^-Xh (3ng) 

PCL^-X h (3ng) 

PCL^-XH <3mg) 

PCL^-Xh (3mg) 

PCL^-Xh (3mg) 



10% 
20% 
20% 

20% 
10% 
20% 

2% 
0. 5% 
0.25% 

1 % 

5 % 



mm 2001-503785 
l/l~#tt^fij 

0/5 

0/5 

0/14 

0/10 

0/8 

0/5~^tt®SiJ 
0/7 
0/4 
3/4 
1/1 
3/4 
2/3 
4/5 
2/4 



^^•;hi;ud— x (10/xi) 20wg/70/zg 



;*9\>i/-t;WD-x (iomD 50/ig/40wg 5/14 

X^MHr^P-X (10m 1) 50/zg/50«.g 3/25 

^^;l/-feJUD— X (10m I) 20/zg/50Mg 0/24 

X^-feJUD — X (10m 1) 70Mg/70/zg 0/9 

^^;i'-fe;PD— x (iomD 50Mg/50Mg 0/6 

*3-)l±L)\<U — 7. (10/x I) 50Mg 0/10 

^JHrJUP— X (10m 1) 100Mg 1/10 

>«-^;hi;up— x (iom l) i5Mg 0/5 



mm 

3 o<D^TMrt^si©iS(7)^f o tttoit e>n§ (^1 

Tc (018C) o 
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^.^;Hz;i/p-^ (iom i) 3^g i/i~~m&Mm 



(113) ftm2 0 0 1 -5 0 3 7 8 5 

tc (016D) o 

mmamm*. mm^p^< t^iBmrnkmrn^-r, unit. &*)mm<Dm 



(114) 1#g2 0 0 1 -5 0 3 7 8 5 

10 mM/v *)\'<DW$tvmm\sft 0 wmsik. g-&z>m&<v^?v&* j tji'iz. 

ftJ&'tll/'7V i r*s> (25/il) *£ri»»>x;VK:iSjtaU ^tTl/b- h ^37°C 

rH K^tS^l, fLT0.5%^'JX^WWl/7 hT5«fet/c 0 

il^fflV^t, Titertek MultiskanV-r^n^U— hM#^Dt£TM#^o fc 0 
*BIJ§Si£5I^ {^©^ftTTCia^ ha-^l/^x/l/ (100% tciS^) Jc*fr 

*SJH 

/^U*3Hr;Wi, ^0.09nMCDEC5o •eLNCaP««^PlSLfc 0 Ttfh— 

o 
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3*1 



N 


(nM) 




mm% 


16 


0.001 


0.049±0. 05 


100 


16 


0.01 


0.40 + 0.03 


81 


8 


0.05 


0. 36 + 0.02 


73 


8 


0.1 


0.20 + 0.03 


40 


8 


1 


0.025±0.01 


5 


8 


10 


0.027±0.01 


5 


8 


100 


0.033±0.01 


6 



nybn- jV<D492nmm.ytfM = 0 . 49 ±0 . 06 

m2 



N 


(nM) 


492nm«|S 




16 


0.001 


0. 169 + 0. 05 


36 


16 


0. 05 


0. 14 + 0.04 


29 


8 


0.1 


0. 10±0.02 


21 


8 


1 


0. 10 + 0.02 


21 


8 


10 


0. 088 + 0.02 


17 


15 


100 


0.038 + 0.01 


8 



nVhn-;V<7)492nmTOft=0.47+0.05 

D&£ft#S<> MTlzmmV&iXmm&mte. iJ>fh^>^ (campothecin) 
tfLY290181) ^#t? 0 



(116) #8200 1 -5 03 7 8 5 

A. PCL^X(£>li£glJ?)ffiAfo 

* C n#S£*fcf&* ^Lt#'J*^n7^hy (^?fi 18 , 000, B i rmi ngham Po lym 
ers, AL USA) hU^tc 0 M^^65°CK 5 ftMiJQffoL. ^bTii^'J^- 

lilS'ijy^An, ^bT#bmbT3mg<D-?W h£ffMbfc 0 £ 
ftP>(D^\sy h*1&m6 0@^CAM^AnT^n^cDJnifiigfFM#tt^s¥i5Lfc 

o 

B. CAMtytri # h Z >-^7£gbfcPCL^-X h(DM 

mLrc4/5<Dcm&ffititeifom2mmm*7Fisrc 0 1 %45«j:tfo.25%^ 
^n^etu 2/3*5 &zf3/4(o<Mffjfmj&mmm%7jki, tc 0 ^n^Tt, c 

c. £>7^x^^75«b/tPCL^-x hfecfcoe^^ux^y^^b/cPCL 

^-X LMAMjCj>t3^lg 

fi-epcL^ uvbfrt>wt.ta-$nrc<i£tew&T*&^ tc 0 tr > 7 5 x 7- * xs e 

y^'JXfy<DM^ n>hn— ;l/PCL+>-— Xh^Uy h£i£$$b/cl§ 
^> CAM 7" v -fe-T £ ^T^JfoW^fiSt^JII^?* Lfco 
0 . 5 % & «fc XfO . 1 % IfV^UXf^ |£g$ b /cCAMO^T 

tf^^X^VteScfc, 0.25%. 0.5%£>£tf 1 %<D«g"eCAMtC*fbTJta^ 

d. ^izk^>^3£^ b /cpcl^-x b ^cAMtc^r-r g &n 



(117) ^2001-503785 
fcl/30CAMTlfilWff^PlS^il#Lfc„ bfrU 5 %Ii»3fc*fcjS*;&aS ! »*j£ 

yvit7;\/Bi-yi, (aif») ^7E*b/cPCL^-x nyhn^Mb 7 
•Mc. J&S^Pl^^L/to bfrU £D{£^lg#tfE«T*&3 1 %&&Zf 5% 

F. LY290 1 8 1 ;£7Ea b fcPC L^— X h OCAM jC frff & ffj M 

5 %LY290181^*b7cPCL^— X h <DCmK*IT ZWmc £ o T> LY2901.81tf 

%1»E*T\ LY290181«|rLlfilW^^%ilf€b^^o7c (n=2) 0 

H»J15 

-rzwm*. ^>y^y^c^mm^rcmmmnmm^\mhxmmLrc 

o 

¥3®«c«. mnmm*. ^*y#4Hr;i/<o#£E do 5 m, io" 7 m, ^mo" m 
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mmmz^L^\ 

MMffl\6 

JUToaJSJS^ffJ^aiftbfc. Transcutol®, X*/— JU. ^DlfU>^Un 
— ;K V^ne/l/^iJXf- K *lyf>m. ^tfTranscutol : ^V^n tf 
M'J^f-h (9:iv:v) 0 ^X/WT^C 1 ml (D^m^M^miViOm 

W^y;b^37°C. 43j;t5l3000rpmT2^is^gilb/co js^^^.-^> 
6©±if<07>J^h (0.1ml) £ N ^X^Xrj^U fLT^^/-;l/f 

^RL/co wvztt^mKiftmmzvi^YV^y^- (hplo t^t 
b. 

?§IcD7U3^ 1> (1ml) *4m\<Dfi5X/WTjl^<Dlm\<D*5Zy--}l^mn 

ltco m^x\ u ^mmmit^M-mmyH ami) ( P H7.4) ^miu ftt;u 

P^Atl. 0.1mlO^-^^y-^^/^7';l/^eiX0mL. ^LT9.9 

mio^^y— ji^m^rn^rco tMbjco^t, o-Smi^i^ry^o/wy 
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— jW^mhfCo Transcutol; W/'rt'fr 6, 0. Iml^yyV >^U ^bT9.9 
mlO50:50 Transcutol : PBSTit^U ^LTO.lml^x^y — yKD/W/Vl'fr'D 
^LT50 : 50<D:n^y-;l/ : PBST^IRLfeo D *4 i -fe7l' 
#S£HPLCTftM£bfco ^^^Hal-e^L/to 
C. USUI 



^1 : i^f©SSi 






V & 3r~k)imm. (mg/ml) 




TO 




Transcutol 1 * 

Transcutot®:^ V^P fc!JU 
5 'J Xf - h (9:1 v:v) 


346. 85 
$8.91 
21.56 
0.43 
0.31 
353.93 


2.59 
3.49 
0. 11 
0.01 
0.01 
0.42 






K 0 /» 




Transcutol® 
ypfl/>^U3— ;p 


25. 25 
6.88 
37. 13 

oo 

oo 


0.27 
0. 13 
2.48 



(Hadgraft J .H. 33 cfctfWa Iters K . >, Drug absorption enhancement, A.G. de 
Boers^I, Harwood Publishers, 1994) 0 S 1 *5^tfg 2 Olg^JCS'^^, 7"n 



(120) #^2001-503785 

h^^^tl/to ^vyntfyl/^UX-r>-h$5j;tfTranscutol^ 1 : 9co^ 
;l/5'JXf-h!)S/c v :n#y— 4:3.5:0.5O^a truv^yn— ;V : in. 

o 



mm 






Transcutol® : -f V^P fciJl/ 


43.45 


0.43 


(9:1) 






7°DHP->^>J n-A : x 


42.39 


1.66 








'JXr-h (4.0:3.5:0.5) 







V7u 'JXf-F OTranscutol^OMrti, ^-@E{£ifc<DWm&ii£n£: 

t§ti/^fi{aoT> c©fiiij©i^^, ^e>3&s#j«^e>^wjci^ 

TranscutoHC^3tt^^S«346.9mg/mlT s ^5o7^^\ ^V^ntfyP^ iJXf- h 
Offl^fcZtel^TJi, Transcutol : Jg«?ja{i353.9mg/mltCttjtabfc 0 t£oT, C 
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Mffimn 

A. j\5 u 2*jzMKMMMM 

Transcutol (3.2g) „ •i'V^D tf;l/5. 'J Xf- h (0.3g) . 7^7V- ;V (2. 
5g) „ /^D£4Hz/l/ (O.Olg) *5cfctf0.5mCi/ml * V (0.3ml) ^ 

, 20mltf»>^-U— ^3 ^/UT^^t^^fco g'J^0»>^U— ^3 >/W 
r;Wc. 5 '^y 7^jV (2.5g) , T;l/^-fcr;H65 (i.2g) ^D'^y/ij h — 

;i/ (o.3 g ) t^r^icmmr^^viowtarnvrco mw<D^>^ 

xl, ^hxwa%vrc 0 

B. / U ^ jk^g B cDlllj 

Transcutol (2.5g) . -YV^n tf;P5. 'JXf - h (l.Og) , 7^7V- ^ (la 
brasol) (2.5g) , t; ^^p-tr;l/ (O.Olg) 4o<££/0.5mCi/ml V^U^-tr 
;V (0.3ml) £\ 20mKOiyy^-\y~->3iy;^yjlrp-{:^t)^:rc o giJ^O^^^- 
l^— >3 y/WT/H^C, "yy^y^Jl (labrafil) (2.5g) , 7Vl/^-b:;I/ (ar 
lacel) 165 (l.2g) jS&Zfu^fy h-Jl (comprltol) (0.3g) ^=b-t2\ 

XL, fLTM^7 ytCAtl, b T — 70°C "£MS# L /t 0 

^HH^±tcLTFranzra-fe;P±tc^>7VbLfco JgO^ftig 
M&R.07j<>4J(90.05%T^>'>'U ^MTfeofco 0t§-fe;l/£, &J&li»aMc 
J&t>ftWc 0 ^U£^-fe;l4«^«f ££T (40~50°C) ML, ftti/ 

tWfe^tf^X^V X ^ T?Sft\ f btc om-&{*^24B#P^B L /Co 
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■JTMcUfeVtc 0 J£J#SE£\ 3ml<D^nn^> (DCM) T^^<$g?^U 

/im^Tit^tC^^a^t: (cryotome) U ^LTSU^O/ WZ;WC£tU&Lfc 0 ft 
WKit L fig/tt^ ^ r ;HC0 . 5m 1 (Dmm®MM*mQT Z,£tlc£ 

immure v-yyjv^-mmm^xmu-emm^^rco is, ^kd^^v 

D. MS 

v&zct > m 2 nrc— £r % £ # r<^ & ai^m 400-700 /x mcom 2 o /t 

H&^ci/ig/ml (1.2X10^ M) 7?— ^re&o/co 10%w/w-T V :/n tf U Xf 
6 \Lg/m\m Mg/ml) o ^WK^fc^cD^^rW^^H^^-ti-r, d 

o 

-dTc q 
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HWJ18 

W V 2*-teJl(Dr£&b<D±mmmjjmz. M«14^Vn>y^ri#y (co 
pyolymer) £-g*? 0 L<D3/f jV-li, 7jQ§?$4'T\ TkQfVlfck&OfetS £Xfm 
7K14^^63S:S5-b;l/^fi)c"rSo *>J (DL-5^F) -:/n«y^-p<h^ 
J/^Tjif^ija-;!, (PDLLA-MePEG) , # >J Xfu^^ h >-~?U >y 
^h^^'Jlfl/>^ij3-;V (PCL-MePEG) fe^t/^U (DL-^^K-n-# 

yn^^h^/) -;o^-)« h^ijxfl/y^ijn- JV (PDLLACL-MePEG 
) (D^7n>^3^UV-(t ^:SliW5¥fi-&{b^ (bulk melt polymerization 

procedure) , ^rcitmim^m^m^r^m^nm^o #®tct±, mjt*©^ 

Ux^U^yya— (130°C) LT, SiR}imTT1M2-e, fill 

r#b7c 0 Mm*tz>mxx (o.2% w /w) ^mm^rc^y^—^ma^tco s-a- 

7g*Lfc£\ Zti^ti. GPC, «^ 4ocfct/r§^14M^TiiJ^bfc (022) o US 

1&fej;tf33i?Uv— <Oi8ffiJC«c#-rs (022:fc<£t/023) o PDLLA-MePEG^ftfe 
^L7c^7^U^^-tr;V^x./c (023£><£t/024) o 

#y^— 5-fe;vortacsrt<ogai^a:^«. y #^-fe;i^<fc5&B&zM» 

n»yi9 
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20ml;tf'5X>'^U— >g issWYforpO} 5g(D#V A^n^^ h > (ftl^Ml 
0,000~20,000) (Polysciences, Warrington Penn. USA) *50mlO$ijSb7c7]< 

t^X^U^S^ ^UV-^^clifeftig-rsST*, 65°C 
^•yh^U-h) "e^@7j<^#t?500ml^^XIf— ^7— i^^tlVrbTgl^/t ( 

mitt % mi* t u l fto 

I^»J20 

PDLLA-PEG-PDLLA43<fcmg^?»^'J (D,L?LI§) %ffll>/£t-^-Xh^6© 

A. PDLLA-PEG-PDLLA45j:tf^?gPDLLA(Dia^ 

DL-^ KfcAldr ichfr 5 MA b fco #?»8 , 000* WTS *'JxfUJ/^iJ 
3-/1/ (PEG) . **#>BSXX, fe«fctfDL-?L^Sigma^6#7Co ^ V: ?«20,00 
0*tt5#'J-fi-A^Q7^hy (PCD ^Birmingham Polymers (Birmingha 
nu AL) fr6f#fco 7^^U^4^-fe;l/*Hauser Chemicals (Boulder, CO) 7>P>ggA 
bfco ^l/^^»^*Wr§^i;x^b^P*Polysciences (Warrington, 
PA) frtbffiAVrc T*h~hV>l/&&Zfmk*?'ls>lZH?LmT&^r£ (Fish 
er Scientific) 0 

PDLLA-PEG-PDLLA<D h V ?U >^3*ij7-%PISl^|:K < fcoT^tfe 0 
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*>»XX*gR]taL;feo S^ffc*150rt*3.5H$lffl2SfifiL;teo te^TSPDLLA^ D 
L-¥L&<OM*&&te: «fc o Tnl L fco 5 X 7^ X 3 ftTll <— 

^ «*ftft& 43<tt;i80 o CT^1.5B#P^^MC)^TT^L/Co PDLLA<D# 
*;b^>i«S^Mtet § c i ia o T, ltJ800^PJ^^tl/c o 

B. ^-X hM^CQMit 

^^U^+-fe;l/^20%^/c«30%O? ! £«T\ 3$60t;T«?£-£/c. PDLLA-PEG- 
PDLLAn^U V— SfctiPDLLA : PCL 90 : 10. 80 : 20, $s£Xf 70 : 30<D?1MicDI^ 

C. PDLLA-PEG-PDLLAjocfc t>^— X h ^ffl1frcp#%#tt 
PDLLA-PEG-PDLLAn4-°Uv-0^«*5j:t;^^, MfflfMT\ 10* A ©Hew 1 

ett Packard Piy/V#^i^Cjg^L/cShimadzu LC-10AD HPLCjtf^fecktfShim 
adzu RID-6AjgjJTjg^fctfJgg (Kyoto, Japan) ^JBl^SGPCtCfcoTi^LfCo ^ 

ifitt^nn$Mt% «fM«imi/^T^ofco ■y->7°;v(D&mnmiz. 0.2% 

(w/v) ©#UV— ifteT?20/il-e^ofc 0 #'J^©^fi%, sH'JXfl/ylg 
iptJtt^bT^LfCo CHCh ^OPDLLA-PEG-PDLLA025 0 CTOglW5tefi^:Cannon 
-Fenske«ijgfr£ JB </ ^ T$iJ^ b fc 0 

3^?UV— ©i&^Uf^s TA Instruments 20003 ^ h n— 5— 43<fct^DuPont 91 

OS DSC (Newcastle. Delaware) ^ffll^T. ^M;£M»7ffJ^ (DSC) K&^X 

fel>Tlii£L/c (3~5mg) 0 

'mmm.nm (nmr) otlt, ^v^~<Ditmm.^^Lrc 0 wv* 

^^^IKLfcPDLLA-PEG-PDLLA^H NMR<DX^X Wl^CDCh tt*T\ NMR=g» 
(Bruker. AC-200E) £200MHz-effl^Tt#fc o ^'JT-Oigii l~2%Tfeo 

?\>7 U ^-fe^/PDLLA-PEG-PDLLA^-X b<D&M*. ^mm^mWM (SEM 
) (Hitachi F-2300) ^ffl^Ttfcgbfco W?)}/^ Hummer^H (Technics, 
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USA) £ffll^T60%Au:iS<fctJ r 40%PdTSofc: (ff£l0~15nm) 0 

D. 7^U ^^-fe;P(D^>lf hn/ftm 

20%/^U^^-fe;l/^?t*bfcPDLLAPCL^— XhC0/J^l^«y h (^2mg) g; 
7c&20%7^ 1; ^^-fe^l/^i^L/cPDLLA-PEG-PDLLA^-X h<D>"J O 

u^^^jioTmiij^-xh^ffLmL-r^c^jCcfc^M^n/c) £\ o.4 g /L 

T;Py^^^Wr^»10mPJ^MffifbM^7j< (pH7.4) M^L/cl4m 

T»^PBS/r;l/y5>M«r«^«#mfCo ±m (10ml) ^ lmimit^^Uls 

L/co ^?M^40:60£D7k : h- b U Jl'ig^'Nci^lStfiStU ^UT^J 1 
^lO.OOOgTjs^^bfco ±Tf^O/^^U^^-tr;l/<D»^HPLCtcJ: 
t>^*JTL/i 0 HPLC^*/r^ 110A^^y^oc}:^C-8S^(ultrasphere)^7^^ (Beck 
man) , %£>mcSPD^6A UVt&m^H (232nmJCf35£) , SIL-9Agiff& A£5*5<£ tfC-R 
3A-T^7^b-^- (Shimadzu) ^mv^T^g£b/c 0 &A^»«20/a 
^ji£± 1 ml/^&ofco ^Sb*@«> 58%T-fe b^Hj7k 5%^/ — /K *> 
J; tf37 %mWk^$>-o fco 

E. 3@HI:i5<j;0'#il 

lc£D$'j^bfc (03 0) o 25°C-ecDCHCl3 r\*(Dntf OHW^Jg^, Canon 
-Fenske^sf^fflt/^TiiJ^LTCo #?S*> £tmW¥fefii3:. PEG^«Otf ftnfcl# 
o TM'> L /to 10%~40%(DPEG^-«^# 9 PDLLA-PEG-PDLLA(D^ifc1£l;i2 . 4—3 
.5^&o7c 0 LfrU 70%PEG^#^n^'Jv-«, i^^lM^fl, C 
ti{il.2io^tScttT^orco £n&> ^U^-^aozSi/^^J^C^MSI 
£JS (#iJ;L«\ xXf;b^) oa^M^^-^^iSPEG-g-M^^HLtf^o & 

M^PEG^o^tfPDLLA-PEG-PDLLAn^UT— <DdSCMM%s M2 5 4o<£tf 2 6 
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tf&o 70%4oJ;tf40%^PEG^«^#d PEG^ocfcr/PDLLA-PEG-PDLLAii^lf-^ 
U n if, V ^—(DPEQ^mm&Tf 2> ic -otlTx > £ )Hf — & £ tf rUSOfg 
~P£#o/co 40%:fcJ;mo%<DPEG<D:3^;v-<DiM^-^«, 6 < PEGM 

^l/c^ 70 % 43^1040% PEG OM^Onv-JfijT— te^TES^ tf— ^tBU 7 
0%PECOi§l%, 0«&^3;l^-^L/c o ^«^r§H>tf- PDLLA^PEG 

(D^it^mmt &z.tfrib$ivr££-£nmz>o io% PEGoit-mc £> § ^> 3 ^ 

pdllaM^^x$eS^U#^o io~250 0 c^raeiBHtc*5tt^io% 
. 20%, $5&mo%(DPEG^m%:l¥5^y$V~?--?lZ, U&mtlt^^-Dfc 

•To 

>\5 U ^^-tr;l/^^^:t^fc(i:20%/^ g ^^-fe;l,^ts'PDLLA:PCL (70.30 
, 80:20. 90:10) TV^ F^DSC+f-^^ «TCT»it?— ^t^U P 
CLOmMfr^C/co PDLLAcD^ff$ttg4o<fct;^-C»{gl^?« (800) tC^HL 

20%*5^t;30%PEG^S^PDLLA-PEG-PDLLAn^U V— DAT '(Dm&tDfcibiC 

, ^-7,h<Drc^(Dmm^m^umtLrmiRi,rc : io%peg<dpdlla-peg-pdlla 

(i^eO'COragT^m^ntf^^o/t ; 40%43^t;70%PEGOn^U « s 60 
°C-e^}C?gai!L. ^bT20%4b'J:t;30%PEGn^i;^— ii. 50°C~60°COP^T? 
*ti&(Dmmc-%:r>rc ; ^LT40%*5j;m0%PEGn^U^— C07k^^c»^ii«^ 

pdlla-peg-pdllav- y ^^—^e>^^ u ^-fe^-rvtr hn/$m:/n:?v 

2 7 &e^r o 40%PEG->U ^ 

tf-mm^n^wmm^v (1 st«oo%07J<^dja^-) , ftTta 

lWMiigL/'c<D-?;\ l^bfco 30%PEG>"; ^^—^e>0/^U ^4^-t;l/^tB 
SiJ-a-ti. 70SP^Ct>rc*3iriib7Co 20%PEG^U>'^-^e>O^tBS'J^ii, 30H 
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m*<DiyVy?~ (20%PEG#») U ^^JVMihcDMM^it^irshrc 

n&r\ mm%mmt>m&vrco mm^mx^mxHt. ^v^^^ommm 

Git. P3CS"J^— ®& (lmm) D^PEG^McDn^U ^-tc^LT 

<£ tHgi/\> 40%*5cfct/30%PEG^U 20%PEG^U D fefotift 

l/V^^)J^^-tr;l/^tB3Sja^L/co flfl*.fcf. 30%PEGO->U It, 3O0T 

£D (Mfcfcf. 30HT\ 0.65mm:fc<£tnmmC>ItS^Wt-£30%€>PEG^U>^— 
«\ ^tl^tU 26%:Jo£t/l7%<D^y ^+-b/I/«l/c (02 7) o 

tn#'j7-7f v v ? xquzmMhttatb, : tLx\80°cx^izmmi^rc o 20 

%^^';^^-t;l/^?E*b7cPDLLA-PEG-PDLLA (30%PEG) ^— X h ODSC^— t 
y^Aii. ^U^^Wco^T/J^^^I^^ (I6j/g, 190°C) 43cfct/r§ 
SIM (6J/g, 212°C) ^TjkLfc (®2 5) 0 Ctlte. 180°C(Dm^r§B!llL/'cn 

mmcmmvr^^m^mmmth^xrc (027) „ 

30%PEG^U>#-<DS£, &£tmM«^{t«t(Mfc:m*LT2 0 
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jSv^m^m^nfc (027) 0 

PDLLA-PEG-PDLLA^\ X hOn^U ^-^«£T#GPCfc: £ *) b/c 0 

2o%PEG^u^^-jcoivT(i. ¥-?iiLW<Dm&^mimmmcm*:i,, en 

ttt^li^lgCPItC^'jV-^l^fgTLfcct^LTl^ (03 0) 
o ~mft0)ft^MftW69BmcWim~£ftrc o #'Jv-^Ii^f c> 30%PEG 

U>^— (1 mm:|S £tfO. 65mm) Ic-D^xm^hfco LfrU ^§14^MSI2 

NMRX-^h/W*, 3.6ppmTTEGlf-^^, ^ LT1 .65ppm4o &Z?5. lppmTPDLLA 
tf-^^Lfc 0 3#UT-^*5lt^>PDLLAtCi|-r§PEG(Dtf-^®^« N 690 @ 
O^^M^M^Lfc (0 2 9) o cm*. PDLLA^e»CD^M^PEGO?§^^ 
t-o ^U^^-^^Sa»^t>^/tlB^b/c (02 9) o Ctlii, 30% PEG-0 
. 65mm>30% PEG- 1 mm>20 % PEG- 1 mmCDJlKTM^f £ ^fWMjS^-T 0 

m^rmmvrc (03 1)„ l^tc^nd Hfl^U#^/Vi|gJ|:13<fc;cfl& 

ai4^uv-vhu^^x^mM^me>nfc (H3ia^3ib) 0 m 

^Uv-^fe^aVK^DjA^^eiULTs ^<OTL^#A,/£ (03 1 C*5<fc 
3 1 D) o 

30%PEG>-U y^—tt, 7j<^T/co/t2SmtC^»<Dra^t (0 2 8) s 
^bfcTKmttPEG^n^y^^^t/^b/cPDLLA Or&frt^ DL-?LS£ 
^j- U rfv—) <Dj£i&C*rr £ PfS^i!^ L /to 30%PEG>- U V^— <DMHS9c*5 
<fctf^&^W&<9T% ftfettffi©»#«MfrJflb, V^&*aSPB:S£{fcfc<l¥-3 
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c£<Dft\,vwv*ttfr<Dfti$mm%:£.vrc (027) 0 2o%peg^u>^— 

fclo^Tli:, ^jf4«MtC«fg< (02 8) , ^£j^®8«&«;»*£Ufc 

o tot, rt^«Jcfett*»»^ii»»*^i:bT««F$n, -7?, js^&ttii 

, ftMj&8t%1m&lsfo 0 cmts ^-'J drv— ©^^^vS^JSS^AptK^/S^M 
MLtcfrib'V&Zo n tilts Dittn^iJ v-^^^j; 5^ti5 i5 fc 
, ^ : ?fi<0'>x;l/43«fctf{g^?fi©rtgp^C/'c (03 0, 6 9 0S) o ^>x 

fl/JC^Tg&oTVfe (02 7) o 

PDLLAfe^tfPCL:/]^ H^:P>mcM3|^PCL^e>^^^ ij ZttfoOWm&s M 
3 2(C^t 0 MfJ-8-«, ^l^>F^C)PDLLA-^M^#oT±i 

^Lfc 0 0IJ*.{£ % 10BJ^rtT\ 80:20, 7030, *5<J;tf0:i00 PDLLA:PCLfr 6<D£fc£tJ 
'V7V$3r**MZ : ttl¥tls 17%, 11%, 43j;tf 6%T*&-pfc„ 1 HtcfcttStfJ 
i^-Xhi, i$i^-^«m^80:20PDLLA:PCL^— X h^6t#e>tl/c 0 tl^: 

Piijeti, j^m^^-em^^n^^ofco PDLLAiPCL^l^KUlO^Tfc*, PDLLA 

it. moommK4&^ft?m*^Lrc<DT\ ykm^^fmoicmMiamj^m 
sn, mmm9i:itm<mti&<i£iz%:fr-z>rc 0 pcl&. ^—xhwmMicmm? 
&tt*m<- r^(hoidin g )j tfiLti^feo fex, mmmmit. tim<o 

its sv?v***ifr<Dmm*famv. * l t— 5££>j5&m*£ c rc 0 mmcifrib 

<D/W y ^*-b;l/<o»mti, 43^-6 < , PCLOM'iS^^M ( l ~ 2 ^jc^sit 

20%/^^U^^r-b7l/*3^JKb/*c90:i0 PDLLA: PCL-^ — X h£OV>T<DJ&ttiW3S 
tC&^TJ*, 24flfl!3<D-f >^x^— >rtTW*— X h^l^y h<JD^SJC®H 
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mmmicnmisfc 0 90: io-*-x h*^«/^ u z**.Mt^ io^^^s 
~35%-e&ofc 0 

30%/^^';^^-b;l/^ty90:iO PDLLA:PCL^-X Mi, 20%^? V ^^JV 

mmmz 1 

^-X b^ff^T M^C^n«\ ^tVZ^Jl (lOOmg) £0.5ml<D:n 

(95%) $>icmMi^ ^vxi M<Dmm7k^ic^&bmm% rcit ftmi< 
rcmam (ioo mg ) tm&vrco ¥»^xh«^n^iT 

feiaTOi^T^L, ^LTp<>y^#140 (106 /im) fii (Endecotts Test 
Sieves Ltd, London, England) ^jijg^-e/co URJK 1 ? (40%) # N 65 

°CT?§lfePCL (60%) tCffi^)A^-^/co cnti. A* U *4^;l/<O20%7B»fc:*B 
^t§ 0 ^W^tC^l^/c^PMti, -t?5^> (Type B, 100:/;l/— i*. Fisher Sc 
ientific) „ p<^;l/-b;l/n— X, (British Drug Houses) , -r^Xb^>\ T50 
0 (Pharmacia, Sweden) > (Fisher Scientific) „ *5 &Zfi£L{ki- h 

U^A (Fisher Scientific) T&ofc 0 ^U*4Mr;l/£, *£5$->H1tt&7 

)vy^yh<Dmitt±m<o&*>Kmm\,rci)\ ^>^#6o (270^) 1$ (End 

ecotts Test Sieves Ltd, London, England) ^jIj^^^Tx ^Xb^^O^ 
* U ^^^;l/«m^^t-§^l4^-9-^XC>^m^ML/to ^-X bfcSfc, 
10%, 20%. i;/cf£30%tfH?^=^ 43 J; 0*20% (7)/^ V Z**JV%PCLWc^ 

^L&i^lStK PCL4>lc^^-lirfc20%/^^U^^-lr;l/^Wr§^-X 
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b. iiMi 

^T50mlCO10mM PBS (pH7.4) ^cMbfCo £<D^&37°CT£: MTMK> iCfm 
£-ti\ : ?LTmfe<Dmmmm'Z\ 49.5ml<D±m%mK>itil,. 0.45Atm^>:/l^ 

II^3x lml<Dv^nn^> (DCM) TiltiU DCMttm»ij&^t- £ £ 7?g 

it?miml/ft<D7K : — ;P : T-trhnhU^ (37:5:58) O^iMS^rffll^HP 

LC (Beckman Isocratic Pump) s Cl8j^ffli7^A (Beckman) „ &<fc cJ^SZnmTCDU 

V*£tfi#§ (Shimadzu SPD A) o TtTo fc a 

C. M?iPjfffgg 

7^ U £^-fe^/»g"J/PCL^-X h (p< >y i/^+>--r X#140 0fo<£O4f =y=f- 
fe<tO*I?^^^D^^- (Mitutoyo Digimatic) ^rffl^TM^bTCo KffK" 

miwmwk (lomi) 4hc«u m^p^PBT7j<^T, ^u^^— mK<D 
mmTzMss&zfm') tt. mmm^mmm (sem) (Hitachi ¥-23oo)ttm^rm 

<feo It^:/;!/^ Hummer Instrument (Technics, USA) ^ffll^T60%Au$5£ tf 
40%Pd««b7c (ff£l0~15nm) 0 

D. -7h'JMI (CAM) ffigg 

*#^r90%ffi^M*5j;ci3 %C0 2 TH'^^— h U -O*^—: -/a >6 

;^'J^+WS«LH-Xh (6%/^U*^-tr;K 24%-tr^^- 
X *5j;mo%PCL^-a-W-r ^) ^fc{in>hn-;l/ (PCD£30%-fc5^» 
XhOlmg^^CAMSM±JcMH^7c 0 2HlSt, ifirW^£r, tif^*;* ^ 
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E. $gHI4oJ;tf#g| 
m 3 3 B\ PCL4«£)20%^ U £fc&20%/^ ij 20%ffi 

v h U <y * X-\03f'fMcDMfl&}t A, £ >1? U V- v hVvZX *M £ 

fiA^ttA^c/c (B3 3) o &Q'hzft^?v z^jv-mmm.! 1 ao6 

/im) ^ffl^dfllrm^LT. ^t^;^ (270/i 

m) ^-x hzmmtzrcbbiLm^rcms, ^■j^Thy y^x^e.©;^ 
u^^-fe)i/o^m^43^r^^^^tiA^ofe (&3 4) o mum cm^i. 

■tfv^) <Dfl<DitA&, mWmO^iSt-^tiA^C/c (03 4) o 03 5 
AS*. 20%^U^-fe;K 20%i^WJ. 43J;tF60%PCL^^-r§^-X h(D 

fJ^7j<?§14^UV-^-XhSC»L/ci:$ti^:Lfc (03 5 B) 0 -tr^?- 
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<fcD^& (270 it n) U tr^^>5K^fflV^Tp^L/-c^— X f 

ti* <fct>/h£i^ (106 /xm) O/^ 'J ^*-b;l/-t!7f ^riiL/c&^j: D 

Lfc (03 6) o ffiVMWT?fc* (i3 6 C*5£tf3 6 D) „ ^-Xh©Iffi±C 
mm^-otc (0 3 6 C*5<fctf 3 6 D) 0 



ng agent) ^LTf^fflf^) . fc«»U ^bTBHSfi^KflDIBS 

h u v>x<Dmmi5&zfmm (0 3 6) teiwi«Hc N vhu « y zx<Dftffi±mc-? 
5) t>\ mm-znrwrv#ttJi'i&8imm<Dmm (033^*34) comm 

0 3 7 (i, n^hn— /Mf^^-PCL"*— X h (0 3 7 A) &<kt/20%7^ 
D*=Hr/l/— tr^^-PCL^-X h (0 3 7 B) TMLtcCAM^-To CAMO 

«^ffe^tf^^^^«L-7cJ^^-MbT7j^L7Co ^-X h4>C>»^J©m 
#&#fciu ttW^C<DE^^^^tg^Lfc (0 3 7) o 

PCL^eO/^U^^-t;l/(D-r^ehn^ai* N \ ^*y#3Hr/l// 
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^nX7x7Mf^^^itr, ffl»tcSMJ Stiffs, Tk^-XT&tifcT 



^-Xh^t-<^C{«T#|R^n^<fc9^^0. ^7h©@ttt (stickiness 

en^©^»7?fijffl*nfessiH3<fcr;««ti, ^xe-*- carbopoi 925 

mmm, Goodyear Chemical Co.) , M^?K THMiti" b U *>A ( 1 M) 7j<*§ 
7K^fb-f hU^A (5M) Tkmm, 20%w/vTvJ<^Ci^Lfc0.11m~31m<D 

1 . 5 %w/v Carbopoi ?)\/(DmWk 

+^»Ocarbopol^ 1 M7j<^fb^ h V 7 Afcj^iDb, 5 %w/vM^M^t 
fco 1 MTK^ft-^hU^A^^carbopol^rg/ig^-lir^/cfelC, rl-g-^^ 1 

«fHii?*ft, zvmmvm, m^m^mwi^ fuim p h^. sm 

7KK{b^by^A*ffl^T7.4fcWSEb, carbopol^^C^^^Z-Co pH#7.4 

+^fiO0.lMm~3|tB<O5^nx7xT*7Ktcj*AnL. 5. * n X7 x.7 <D20% 
liK4^Lfco Carbopoi (8«1'<D 5 %w/v) #^Xt£— cjncA 
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ft, 2ml(D20%^t?UXyx.ymmm*muLfc o MWLT5^DX7 

$mm 2 3 

a . MS 

/^^U^^-b^Hauser Chemical Inc. (Boulder, Colorado) fr£A¥Lfc 
o UVlftZl-^hy^A (Fisher) „ (British Drug Houses) „ H Kn 

3ri''7n}£fr-fi-ist?U7 t *7>bV> (HP/SCD) , y-^Df+Xf'jy (y- 
C 

D) , feitfH Kn + ^nif;l/-y-ix^Dr^X h 'J > (HP y CD) ^American 
Maize-Products Company (Hammond. Indiana) fr£>A¥L, ^ LT^itlXo /cjl 

B. 

1. T^jSW^ 

Z^FlZJl' (5mg) £\ @^rO*tJgcDy-CD, HP y -CD. SfcfiHP 
/S-CD^Wf £7j<ig?®&C«iU ^bT37 , CT«4^^?bHcfE«!l^-li:/'Co 
i»7'J3-h^0.45//ii^y^l/y7^;l/^- (Millipore) 
iiLTSBSU iI#fk:#|RU HPLC^ffli^T^flrL/Co j^Klfflti, 1.0nl/#«D 
%m<DT-tb~b U;K ;K 43<fcO*7j< (58:5:37) O^^TM^ft 

fco 10%^T*Oa^<D^Jg<DHP/3-CD^W^S50:50O7j<*5<fctfJi^y— ;!/ (95 
%) «?nfc»o;^ U ^+-b;l/(?)Mfife t/c, W^feo 

^^A/OMM^&Tfuy A/^ 2mg€>7^D#^-tr;l/ C^tflRo7oI9 
) £0%, 5%, 10%, */2:{i:20%tDHPy-CD^tC^p-r^3b\ &£Wi2ng 

(D^&Tkmz&rcs^ v (7 Bffl7ktpi£mBz&&t tick*)) ttmyk 

2. &%.m&t 

20%HP 0 CD£ fcltn? y CD^^-T SiSJRti^ft^ft, 3 .943<fc 5 . 20pHfB^W 
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X\ 37°C^/c«55°CT\ 7j<^7c«50:50O7j<-a:^y-;l/r^Wl0%^/cii20 
%nPy<d%mZtiPp-C])*^?%mm^(D^t7V$**:Jl (20mg ml) ttTy 
Jz^TZCtlckOm^fco ^e>JC N 1 2%, £ fcti: 5% HP /iCD^W^ 
r§^4>C)/^^'J^+-fe;l/ (1 /ig/ml) ^55°CT£D^tt^?fi'J^L7Co 
C. MS 

i. mmmmzi 

; HP/3-CD&, ^^u^^-feyPorg^jgoa^cDm^^c?) (03 8) 0 mm 

m^mmmiz, it^mmtfi ■ i t^c); o^t^s <: ^^ts a 

CD^#d $4? A* mm%mf&lsrc 0 HP/3-CDC>50%7K^»;l3tf iJ 
;K7)r§^S^s 37°CT3.2mg/mlT^D. C ftfizMcfe U Z^JlcomM 

jao^}2,000fg-e$>o7Co 7^ u ^^-tr;l/-->^n^X h D XD—mMSfofc 
^T(DWm^m^m (i3 9^?>) (i. y-CD. HPy-CD, 4oi;tFHP0-CDfc: 
^LT^n^'nS.K 5.8. 4o^t/7.2M' — M^O^T<D«lj§ 

fi¥£^Rfi. y-CD, HPy-CD. &£OT/3-CDCTLT^n^no.785x lo\ 1.8 
86xio\ *5<fct>*7.965xi0 3 M ' T^o7c 0 HPJ^jg^£fc<7){iIfc^ S^n-r^- 

^§cii:^i^L7Co 

itmmc^rmm^n^> £ ? &>^n-r^x h u ^rtjgcDtf;*; (@4o) tc# 

^*ffi^©M;W^jg^gfc (26.57m" ) ii % Jl^y-7l/^ffiTcD^je^ 
<fc«9WM^{g^o/c (^300fg) 0 &femm$ktf£K>m^£lZ. 3L5ty-)\,(T) 

0%, 5%, 10%. &&TS2Q%y<mW.^(0^*7VZ :i rJz)\'<Dmf&~fU7s( 

/K04 1) «\ M7j<^fc(iix^n^XhU> / ^M ,: l : 'C>7^^U^4 1 -t:;l/(D^^ 
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. 7Kft]7^y ^-te/V coDSC^ii, 60 

%<Dmm<Dmmz, ^^v^^jv-ykmmcDn^^mit^o fct, 6o°c~ 

1 10°C«?)DSC If- * tD5g^ J; XJm .5%Oli«(i s - 7jOM<D#&;£ 

SC«g^) £/c«M«fi^ (TGASSJH) (DBB&ftfrirco fot, C^tHSofc 
LTilfg^M^rJFMU cfc«9{ai/>^JgtD7j<t] ! i^^bT#|g^L-/c (M 4 1 ) 

o 

/s*y*4Hz;i/#«Pfcj\ '>^n-7**xhy vo»sjc«c#u mm-^mm 

mmKUifc &1}%.1£. 14 2) 0 55°CT^ 1 %HP/3-CD^WT^r§r»£07^ 
h'jyliT-OM^DI^o/c (k=3.38xio" 3 h" ) 0 1.78xi0~ 3 h" 43j;t>* 

o.96xio 3 h 1 (DftMmmmmttn^tL. \o%wp-cm^m?y-w<D/^ 

WZ**l)Vmm (1 jig/ml) t4 N 10^fc^20%HP/8-CDM?K (20/ig/ml) Tf# 
D. #g 
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mmm 2 4 

PDLLA-MePEG&J;lfPDLLA-PEG-PDLLA&, igjj7j<14 (PDLLA) *5<fc0^7j<14 (PEC3; 

TciiMePEG) M^w-r^^n^^n^uv-T-^^o mwizfrms &mt¥ 

^ftZlt. H7j<14PDLLA3T43J;t/^7l<14MePEG^x;V<D/jN$^M^ 

a. MS 

D,L-^?-F£\ Aldrichfr^ffllAU t^^«-XX (Stannous octoat 
e) . #y Cr^l^^ijn-yl/) (^*8,000) . MePEG (^«2,0004oJ;O : 
5,000) ^Sigraa^6BiAb7Co MePEG (^MTSO) ^Union Carbide^ e>$§Ab 

T-a-^cbfc (Deng6. J. Polym. Sci., Polym, Lett. 28:411-416, 1990 ; Cohn 
J. Biomed. Mater. Res. 22:993-1009, 1988) 0 
PDLLA-MePEGOl^CO^T. DL-^^^ F/MePEG/^^llfl-XX^ 
-g-tl^rlOml^^xr^^l/^^nbTCo T>:/;^^4^-i*fc:)l#£U fit 
i^Tm^LTCo «-&^, 7 , >7 P ;^150T^*7;-3^^^ aL ^^i.-r^ c: 

i^CcfcDMcLfco PDLLA-PEG-PDLLA^^C-31/^T, D,L-^^ F/PEG/^ 
XX£Orl-&^^X75X3tc^L, 3\kXF>y/V-l?m£fU ^ 
LTlSO^^r-^^^TS^MbTCo ^y V-C>mfgffi/»^a 1 *5£TS 
2 4Hc^r o ^TOtil^c&^T, t^^yl^-XX<Dl(J:0.5%~0.7%T^ 

B. TiM 

^'jv-mh-h U /V^fciSflSU ^LT10,000gT5^ji^^L. 

^ft?1£WM^^Tfc 0 y F~ F y 
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tMTT% Wnte^t U £^-tr;I//PDLLA-MePEC V h y y ^X^mtc 0 ^©zk 

»-9--rX«, •9-y r ^^n^^-9--rX?|iJ^§§ (NICOMP Model 270) iC^OS'J^ 



S1^A^_U^ *"fe;U/PDLLA-MePEG* £7)M^ 



PDLLA-MePCG 






2000/50/50 




10% (20mg/ml) 


2000/40/60 


* 


10% (20mg/ml) 


2000/50/50 




5% (lOmg/ml) 


2000/50/50 




10% (20mg/ml) 


2000/50/50 


5 %r*XSo-X 


10% (lOmg/ml) 


2000/50/50 


5 %r+Zho-X 


10% (20mg/ml) 



PDLLA-PEG-PDLLACD^-a (3? 2 ) , 3# U V-fi;7j<4HC&^|?U#&^<7)T\ 
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m 2 . PDLLA-PEG-PDLLA<E>mA£ 





PEG»S«(g) 


DL-^^Fe>itm(g) 


PDLLA-PEG-PDLLA 
90/10 


1 


9 


PDLLA-PEG-PDLLA 
80/20 


2 


8 


PDLLA-PEG-PDLLA 
70/30 


3 


7 


PDLLA-PEG-PDLLA 
60/40 


4 


6 


PDLLA-PEC-PDLLA 
30/70 


14 


6 



*PEG#^&, 8,000. 



C. MS 

PDLLA-MePEGffl^<D^< Ji, 7j<, 9 %^MMWH, ife(i5%f+X hn- 

i^LTl/^o ^';*4Hz/K^ PDLLA-MePEG^;McWM<fc<?5«£n7c 
o m%.l£. %7tm (cnfc*, lml^^U^^-t;l//PDLLA-MePEG/7K^4>(7)10mg 
U *^-b;l^a-f ) T\ M^m^^2000-50/504o<i;t/2000-40/607b^t#?> 

flJ5S$j 2 5 

-r/KMi, Sfo\ #tt©>f'J"7-i/-h, $ fete 2 mmff<9# <j7-f^X * 
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(build up)^R]m:L/co 

cne^^C^ol/^T^iJffl^n/cS^^^O^g^, /ht£-#- N Corning* 

yv-hz-cf) „ tlc««§§. tfvxyvi^? hy ( rpcu 

-#?«10, 000-20, 000 ; Polysciences) , /V? V (Sigma 95%Mi®) 

s i^y-;K (BufB^#M^ct) ji^-uv tfn^r-t^- h ( tev 

AJ ) % 3j?U (DL) ( rpLAj -^«15, 000—25,000 ; Polysciences) , DC 

M(HPLGBfr ; Fisher Scientif ic) 5 „ 

DCM^Ji^^lx-b^-tJr/co 

3. ^w^ASit^^O^JK-X^U- 

+5MI©*y V— ^20ml^X^^U—^3 ^W7;V«fTfi83ttU 2 
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z#rc 0 &m\t\z^y v^m^x, mmr^mm (^/hsmi) mx^^-mm 

^r$&cttiu M^Lfc7^r;l/^gMr£££fc:<£tmfiPL/'Co ffl 

mmm 2 6 

MM^tl^W®S14^J(*2 0<7)j^7j<'t4l^ffi©M (Span 80*5<fctfPluronic LI 
01) fe«fc^lO(D^7jc14#ffifg14^J (Pluronic F127) T&3 0 PluronicWMg 

ttgijii^tigf*. -e^ofco ^3&e>, ^ne>«, a^m^/ 

M^^MMfb-rSfc^tCEVAt-Zlx^F^ntt^^^^^o Span 80fci\ # 

t5iconT07^ frj+cowmm&TFto mmky^A/j^t^ 2*rft*m%.x 
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M (mg#f4) ^"To @4 3B(J:, |sl LTg|#T %Wfo<Dm^ 

04 3E(i > ^PVA^ocfctfEVAXOTrgM^l^^F^^^AtCOl/^T 
O^/^^ft^^^-To cl<DJS^|tDffiPJ^ii(i N 7^;l/A(D^14^Pluronic F 

nic n27(Dmu*w^Tmmi&ftm^mttZ££*:mmLrc 0 w®l%>&zs& 

nmm 2 7 
■ f - y x y *mm.~? & tc o^m 

o.i^m~i iim(Dffim. i ?(DMmmt>\ ^wMK&v&mmo) (mz. 
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nrcmWtS&Zfttmit, 200ml7j<S>>y<y (Kimax^fc&Pyrex) , Haa 

( 4 ru- K©:/n^5*>f:ADXxVUX31X*— 5— ; Fisherllf«) , 

500ml^Xtf— % (Corning^) , 4 x 50ml 

^U^nlfUViSjtBP (Nalgene) N ^7Xf y ^^f <y ^ttS 

^XS/yfW>> 3 y;W7;K £±5&lv6£ (Beckman) „ Sfjgjfrfrff^-r/l/ 

OS 21 Beckman) „ Mettler^tffffl^c^F (AJ 100, O.lmg) „ Mettler^^;^ 
ft^flTcff (AE 163, O.Olmg) „ a«rffcfc^y (Cilson) . MMtf^w h^- 
<y7\ ^y^KjjiyayVl/ (Pfeiffer pharmaceuticals) 20mk S^X— F\ 
PCL (^«1 0,000—20, 000 ; Polysciences, Warrington, Pennsylvania USA) 
. tffifrl (Mm*m&<DCt) EVA, PLA 15, 000~25, 000 ; Polyscienc 

es) % 4?U ( TpvAj -^»124,000— 186,000 ; 99%7JD7j<^ 

ft?;Aldrich Chemical Co., Milwaukee, WI USA) » DCMS/fcti ^it^^-V^} 

iHPLCMFisher Scientific) , &£®£3^7k (Bectonfecfc ^Dickens 

1 . 5 % (w/v) # V V— 1%m<DMgl 

T;l/^-ett^ff«L/c : 1.00gOPCLt>L<iiPLA. £tefci:0.50g©£.PLA*Scfct? 
r»EVA 0 ^X^U>^-^fflt>T. 20mlODCM^»L s LT; WT;1/©I^ 
to<gB«>fco iT©#>Jv-^jasrr«ST, ;W7;V« (25°C) TiUS 

2 . 3.5% (w/v) pvax h v t> m&(Dmm 

Ltc5% (w/v) PVAX r->y^f§r£ (M WJ 2 8 C t ) ^#|Rir 3 C £ fc: 

<fc0PML7c o fSf^tC^ntf, 17.5g<DPVA^600ml^Xlf— 

«U ^bT500mKD^@7k^»L/c o tT— £»</\ 300mlCD7K*An/*c20 
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OOml^Xtf— $*lCW^fc 0 PVA^85°CT300rpmT\ 

3. -ryx-7u-(DmmcDrc#>(Dmm 

l7j<>>>^«y ht£- fj— t£KW^rc 0 kf— £)—(D^m%:3000rpm!?mW^. 10ml© 
/to »3iJK£\ 2.5B#Rg % 2500rpm (+/-200rpm) tCil^L/to 2.5B#im 

L7Co 180ml 5^aX7i7iltl^737XlltWL, 4 O(0l U :/n tf 1^5 
0mlii?*WK:^Hc??itL3&^ 10,000g (+/-1000g) ^IO^P^l^IILtco PVA 
M^^nX7i7^b7 h*^^7j<LT^T/co H@7k (5ml) ^is?* 
W^MlU cn^#7l^y ^X^L/Co 4OC05^nX7xT^W^20ml 
©USTk^rffl^T 1 •O^jsttlgf^c:/-;^ ^LTlO.OOOg (+/-1000g) 1»10 
^jsttb/Co ±M5 / 7DX7x7^b7 hfre>#M<U ^ LT40ml<DM®7j< 

7^T7l/^. (25V) X' 1 Bf P»B£-t±. 2 /xm^^tf 3 /imff^^^nx 

^xT^m^TTit^-tir/'Co lUffl^ ±^<D9mlcD«M£ri#7j<U M®^ 
yfl,rc50m\m^:mcXtl. ^LTIO.000 (+/-1000g) ^10#F^L^NIILfc 
o ±m*mT, h^OmKDMS^il^TK^^. M^lO.OOOg 

(+/-iooo g ) Tio^jS>L^^-r^ci:^<i;t)SMbrto ±m^^T, fit 
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2001-50378 5 



: 200ml<7:* — $ — i>>^>y h If — (Kimax£ TctePyrex) % HaaketUSTkrS, 

J}(D^ yu^mx^-yi/XX^-JlXZ-^ — Fisher©) . 500ml If— 
> *-7h^-h/X^-7- (Corning©) , 4 x 50m 1 j|? <J y n If l> ^jg.L,, 
W (Nalgene) , ^7X^ -y 1 7 ^Itf f5X 3 y; W 7 

7k -^±gy}s>L>^M (GPR Beckman) , mm&>hftMM~7 n T^;]s (JS 21 
Beckman) , Mettlerffc^ycW (AJ 100, O.lmg) . Mettl 

jWjm (AE 163. O.Olmg) . gffijlf^y^- (Gilson) 0 KHtC«OT©«> 
Ofl^tf 6n* : PCL (^«1 0,000— 20,000 ; Polysciences, Warrington Penn 
sylvania, USA) . njfeJ^Lfcj (TSE® rgfcjfu <D^^*#HgO<l fc) EVA, PL 
A (#?fil5, 000—25, 000 ; Polysciences) . * 'J tf ;I/ ( rpVAj - 

#?»124, 000—186, 000 ; 99%#n7kfrfl?{fc ; Aldrich Chemical Co., Milwaukee 
WI, USA) . DCM^fcte rmt^^U^j ;HPLC^V-H\ Fisher Scientific, 

A. 5% (w/v) ^yv^gitDig 

DCL (l.OOg) tb<«PLA, ^fc«PLA*3cfct5^LfcEVA(D#0.50g^, 20ml# 

fco /WTM^fy^L, (25°C) T\ 11^ (Jf^iCcfcoTMM^ 

T\ < £ 2 MP^f? U# § o 

B. 5% (w/v) PVAX h ^^©Hl© 

25gcDPVA^600ml^f5X e-*-^jS^fi»3 ffcO . ^ LT 3 -Y >^©Tefron3 
- h- Lfcffi#? ttttc 500ml tD^®7jc^^nb /to tf-#— ^Mfgffl^^M^^ 
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tlfco PVA£r300rpnu 85°C (Corning*^ h fV— b/X^ — 5— ) X\ 2P#P^^ 



C. 5^DX7x7Mt§fI 
MtS5^PX7xW'fXKS^f Omi#Rg) . 100ml COPVA?g?0t 

^ccotr-^-^Mu nmm^ivz (+/-i°o t% io#K¥»ffcL;fco ^ 

X#— ^— *0B$&U lOnKOtfyr— 

mruxyxTmWtofr ^bTlOmlO^^KTU^Xb, ^(Om. 

bfco Ctl^gfc, ^^nX7x7HSWli:^b^/-c () 180ml<D = 

^nX7x7i»^XiWb W*4«O#U^ni;u>50«13SI^ 

7J) o ^^DX7x7©^l/^ b^e>45ml(DPVA^^^^ofCo 
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mm 


30/zn~100/xm 


10 n — 30 /tx m 


0. 1 /in~ 3 /zm 




2. 5%(w/v) (Tfcfo 
^@7jcT 5 %X 


5 % (w/v) cr^^ 


3. 5% (w/v) (-Tfi^ 
h ^ 




500rpo +/- 50rpm 


500 rpm +/- 5 Orpin 


3000rpm +/- 200rpm 




500rpm V- 50rpm 


SOOrpm +/- 50rpm 


2500rpm +/- 200rpm 




lOOOg +/- lOOg 


lOOOg +/- lOOg 


lOOOOg +/- lOOOg 



^SiStfeo #^T\ 4 0(7) 5 ^ D X 7 x 7 lii^ 1 0<Dl-Df Jc, 20m\(D 

X7i7» 1 @3®>L^ii£U 10ml<?)»J<T^liL/Co ^*«?§^ ^ 

o ;W7mt7 7l, ^lt5^DX7i7^Tt«^t^fc46, m 
iS (25°C) TOSb/co 0.1um~3um<W-rX©Hlc!£^-r£^nx:7x 

D . 10 ii m~30 /imf fc«30 /* m~ 100 /i m(Dm%<D 5 ^ n 7>7 x T 
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E . 0. 1 fi m~ 3 /i $^nX7 x 7 €>S*iBi8t£>i*jKi»J^ 

& fc46, SSMO200 nKDVy ~7)\/lZ 1 . 5m 1 O^a&fPS L /clSSil^f^t tf ^ 
vr-f^Lfco W^lO.OOOgT^L^HiL (Eppendorf^±Mis>L^ 

F. /i^U ^^M^tSLfc5^nx7i7(?)Si 

VZttjl (#:/^;Wfc2n&^^<;^-b;l/<D/V-- tr>Mca-iK) 

^m^-T S * >y * x L /Co 

^^U^^-b;P^W5^nx7xT^S^W^±ISx@ (C) ~ (E 

n - x ^ > y 5 * n x 7 x r 

A. «^cfctf73?4 

^nX7x7^ *U(DL)?L» (PLA) . ^'J^W^^U^h (PMMA 
) , ^)tsfn^^Yy (PCD ^o^tf^i^lx^tr-^r-tr-r-h (EVA) :PLA ( 
50:50) £#«fc±E©<fc3fc:«3iLfeo i^-rX^lO-lOOumOigHT^t) 

. ¥«^45um^Wbfc 0 

£HBSS 1 ml&fc 0 5007?S»T^ri bfco 
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SfetitfTV — >ffc) £\ 0.5mlcDMf4'^l0mg(D^^nX7x7'^:ML, ; f 

^DX7i7^ 1 mlcDHBBSTift^U ^ L Tjs>L^ftl b tc ^ £ n X 
7x7^l/yfWWSl:, 37°C S BfP^ t =0Tii)Db/c o ^nX7i 
T^ffi^, Pluronic F127 (BASF) t «n£l?ffi?gf£giJ£:ffl^T, F127<D2%w 
/wHBBS^O . 5m 1 tC 10mg<D ^DX7i7^ 30^P^37 o C"eM^t- § C £ IC & o 

^TSfc^C«jC«rr£fu^ lmlOHBBSTZIU^^b/co 

b. sgm 

fb¥fil7 1 6{B«100~300mVcDiEHiC±i'l'§^nS (044) o ^0^;l/cD^>^TO^: 

if ( 2: r/V-^lfc) W^m^rSmtlcts^T 3~ 4{g<£D8j73tC&o 
CcDjST, 2-Q<D4^;v-p^cMmJ2£A,£%l/\> EVA:PLA«jfiiW^ 
£17^ lc ^14(3: m \ e.(l(7)5^DX7x7 «^*5 <£ t»J< 

045~48&, PCU PMMA. PLA^^tfEVAiPLA^n^nOlfil^^lxn-^^ >^ 
«m^fBicL, ^LT^^nX7xT^«7 P l^3-x^^^tuCDPluronic F 

1) ifiiSfc7V:3-~ ^y^tej^^ipg-rs ; (2) Pluronic n21fVu~7- 
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Yy^tngttcMt^M^^^^ ; (3) MjtT^n— T^y^lc^O 

3\%jg£Zftrcmnznrc&*w.mmi. ^.^uxy i/ik 2 %piuronic f 

£(DJjfe*m^T^ #'J7- ^[g^PIuronic F127rBuMSf § CI trC{#0 

l349~52«|BM$fc:. PCU PMMA. PLASteliEVAiPLA^ ^DX7i7^ (^tl^f 
tO s IgG (2mg/ml) g; /fcti 2 %Pluronic F127#:^TigG (2mg/ml) 

luronic F127"e05!iafccfcDPfl§^tlt#^o 
cKDlSm«. 4-O^TcDSJ(D^^DX^xT<D4-° 1 ;^'— aS^Pluronic F127 

j f&g&mmztmz c t ^mt 0 

5©;^ 'J ^+tyKD^yif hnMg7n7-f-;l/^it > ^LTCAM± 

icmm\^rcm^(Dcn^<D^^uxy^T^ibmiii^ti^^^v ^-tr/i/^^ 
cn^(DmmKmm^rcumiciii^r(Dt>(D^w^ibti^ :pcl g^psss.oo 

0—45,000 ; Polysciences (Warrington, PA) fr^iiA) ; Fisher Scientific C 

o., CanadaODCM ; Aldrich Chemical Co. (Milwaukee, Wis) <D#V \£—)1/7jV 
(PVP) (ft=?mi2. 000-18, 000, 99%AP7K^fl?<t) . *5<fctfSigina Chemi 
cal Co. (St. Louis, M0) <D^Z V *4Hr/l/ 0 S'JlCgBizELTl/^ltn^ ^:T<D 
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O 

A. $^DX7x7« 

M-fcmcmWkVtco ^micmoti, 5 %w/w/^ 'J ^^;l/^?tiLfc5 ^nx 
7x7^1 OmgCD/ U -fc ;M3 <fc tf 1 90mgCDPC L £ 2 m 1 fDDCM fc: L N 1 00m 1 CO 
1 %PVPzk?gM»ijnU ^LT1000rpnfc\ 25r 2^ra8H¥"rS C fcfc<fc *)MM 
bfco ^QX7 x 7 (OiSi^ 1000 x g •plO^MiS^Hi L (Beckman GPR) 
. ±ff£l&5£U fLT5^nX7i7*3HI*?^Lteo ifcS* L /£: 5 * n X 
7x7^-«L, ^ST^*#bfc 0 3yhD-/P^^D77x7 OV?V& 

^DX7x7^ifcilbfi:o 5^n7>7x7^=^n^-^iM 

B. #:74r;Wl2W 

^C>MBC>lii$^^Lfc5>nx:7x7 ($$5mg) £ 8ml<D7-te MJ 

00 g Ti0^HiS>L^«t U # y-tMtStircrtZ U ^^-tr;Vfi*UV5HTOSfh ( 
Hewlett-Packard 8452A£V*— FT U^T^JStf) T\ 232nmT*ffiJ^Lfc±1t 

C. IftStHM 

^jl0mgcO7^^U^^-b;V^«L/'c^^nX^xr^, X^U ol— ++'y7L 
Tc^aL—y^ 20ml<D10mM PBS (pH7.4) KmSLfCo 7=-i-y^37°CTR>f^C> 
B#iaiI9PBT?WMrt:TigSU 19.5mlcD±?f^^L (5 *nx:7x7£jgfc:itP$ 
. 0.45/im^y7*7y7^;l/^ ^riiLTifjgU fbw;^ 

s^^jL-^K^xmmvrco «3x i m i DCM-ratBu DCMWim^g 

T 1 ml/ftCOWM (Beckman Isocratic Pump) OtK : : 7-tr h— h V 

;V (37:5:58) <D&mm, C8i£ffl;*;5A (Beckman) , :}3cfct/232nmCDUV$im3§ (S 
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himadzu SPD A) ^JB^fcHPLClCi; otM Lfc„ 
D. 

E. j£2^S1BMBgig| 

U 15kVT«nT£ Phi lips 501B SEM^B5HL/c 0 

F. *£JH 

^^nX7x7^ccD»B^nt(/^ctTO6^o/c 0 PCL^^nx 
7x7^/^ 'J ^+-trra«tS^a, ^TOlMii^tco^T, 

, ^< W^^fc(i$a?c<7)fe§«i^t C t ^lib/Co 5^DX7 

1 %, 2 %43<fctf 5 %?E«PCL^ ^DX7i7/()^£D;^ U **-fe;l/j6£tti£>!& 

o 

/^-Xh|@(i, 1 %Ho^XS2 %/i5V$*Ji;l?tm'V 1 ~2 BtCfrfctK f LT 
5%?t«57DX7x7T»3~4SlCt)/c?)4Cfeo 10§j5ftm<OT»3f§^ 

7x7lCO^TIi, 210f^ ^^^^^jfem^^^o/co 5%^U*^-fe;l/ 
?t*T\ 5^DX7x7(i, 21H^ ^^#W«^20%^mbfCo 
053B(iny h P-;l/PCL5^n77x7T«L/cCAM^b, ^53Cfi 5 
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G. #H 

^ * u ^ ^-tr;i/^?t« l /c ^ ^ n x 7 x t %mmt z> mm^ v- 1/ a 

ttt^^^K'SSo &-tf&e>, zkffKD-r^tf hn^TTii 

5%?tI/^'J^+-lr;H^nx7x7(i, CAM±fc:KfiL;fci|§o\ ifoWfr£ 
Officii, ®53Ctc^L/cJ;d^ifii^'|4^^U/co 
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5^nX7x7«SS-^j3-;l«j^U7- (PLGA) fr&SBSLfco 
A. 75"?* 

= ^nX7x7^0.5~10/im, 1 0~20 /x m*5 cfc t/30~ 1 00 /x mO "9" -f XSSB 7? . 
SPW^&fcffll^TlSBiLfc (PCL^rc«PDLLAa^nX7xT^3g^cMiBb/c 

mWLKfLlKVrc) o PLLATvfGAcO^^^t^, (©W^JS (I.V.) £ 

5^D77x 7 ^i-XTOmfg^ U V— 6 MS cfc < IBS L/c : 



PLLA 
50 
50 
50 
65 
75 
85 



GA 
50 
50 
50 
35 
25 
15 



I.V. 
0.74 
0.78 
1.06 
0.55 
0.55 
0.56 



10 % 3; tc &20 %?tm<Ds ^ U ^-t?;l/£\ £ n £ i£X ©5^nX7x7tcf) 



^(i^nfco loom^yv- (85:15, IV-0.56) W^X^WJ^ 
H54~57^^-To /^U^^-b^mH^. m*t^4Xte&TSM*-&mfc<r) 
^^D77x7W^To/to «cmSS^058~6UC^-r o 

»^IJ32 
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iJ-f-teMklsfCo mmicit, lOOmgtD/^U^^-t^cfct^lOOmgOPluronic F-l 
27^ 1 mKDdCWcmm^^ ^LT0.4ml (^500mg) (A 
DC) £rf»b7Co CCDmm*, Polytron^i^-T+f— (^1) ^ffit^T, 15 
*mK-t>rc<0. 2%PVA^r#£&C*^>^Xb/c 0 sfc^^XCDK, 5ml|S@ 

7^<D\,$-^**f^z?7^y (HMD) or§M^rSTt/co hmd»«M^ 

B. ^y-b;Wk^X/^ u ^+-t;Va- 

^^Di/^MffiU ^LTlOmlOT'-fe hn> Urt^fc:, 24B#P E gfc:;b/co T 
(60%^T) ^^tfm^f^Mmm (80%^M^?») T\ t^a>v^^n 

C. ^ U Z3r J tJim&<Dffl&. 

&J2.5mgCM^U £4^t?/l/— *--f ny=^DX7i7^ ^ti^nm^mti- 

w^m^n/t (062) o 

l%»J33 

A. QjfamWft ^DX7i7 <DfHg% 

^nX7i7^ 10/im~60^mO^ilSiBH^rW-r^PLLA 100kg/molfr6 
mULfco 5^DX7x7^ 7j<iftt h 'J A^i^t^ y^at- h tt, 
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45fi(D4y*a.^-zs3y<Dm, ^micrnhfco mmwmvtik. ^nx7i7 

Z^tT-JlsT^yfuVfr (proyl) K (DEC) Cm^W <DT )\<^ 

it«> 9 : lTfeofco 5^nX7i7«im cti6«L^6, 
#U (T^U/Hfc) (PAA) <D2%v/v&}&Wcftm-$*t. ^LTDEC^PAAfcJKJS 
£-£T. 5^DX7z7SjS±t, 7j<^14£O^PAAfflg^«^^/co ^ 

. /^V^^ (bulk thermal) #1£ (Tg, SUA?. *<fctfjSffifkJR) tc4SttS^{t^ 

(10%feJ:tf30%»/w<!)D-f^^ *®BgU j eLTPBS"t«lO0K:t>/*cSSScm 
it £ -f ummfu 7 >r b /Co fifemti, ^n-^V>^c 

fc/^y #^;Wii50/* g T&ofc„ # :/-fe;Wt£>3b W> *?j80%Ta&ofc o ^ 

a ><d®}&t\ ^ #7- > s/ -v ;i/*aa^ bfco ^ w y z^jv^itn b ^ 

l%X-#V:/5^ (sudan black) %>^$S (5^DX7x7*t6tSft 
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46) PLLA^ ^nX7x7 ; &lSb/c 0 Ltlf>(DX7x7^ #UU^> (Sigma 
chemicals-fc Fu7u*;VBm (Hydrobromel 1 form) ) $fttt7^7D^f 

> (Sigma) <o^-rn^©2% (w/{«) r§^4>^. loftfflicfrrc^Tmm*** 
tco c<D5^DX7xr^ iweim^u fttif/ctML/c7 7 

7 (tot, 4ftif^t5^PX7x7) fcj\ 7^7D^^fy^n-f-f 
y^bf;: = ^DX7x7^fiJ-l-iJ^3-f^^Lft$^nX7x 
yOM^COl/^T. £Cfc (S63A43<fct563B) „ 

A. TOfej;t>'7fra 

|nl^Ollffi14Louvain^<y h (1**120—150^^ A) 0. lMBt&TRftgfcL^- 
LTFIA (Difax Detroit. MI) T^UtLfc, 0.5mg<D^»>^'y * (chick) n 
5— (Genzyme, Boston. MA) %j£ft&MLrc 0 ft&SEM<Dl%i£ 9 

miLfeo 40<D^nhn;l/ (et^;l/«#iBj^Lfe3yhn-;l/g (n=17 

©/^^U^^r-fe;l/^«P) 4\ tU5m(D^y htfm^Zftfco /*?V#**z;l/<D 
%J%k*mm~?Z>rcSbK^ ^*U*4Hz;l/ (:n*/-;l/£Cremophor E.L. (Siljg 
(Sigma) t©l : l^^^lsngffcU M^7Mc^aLT, 5 %w/v 
Ji^y— ;l/4oJ;t;Cremophor E.L.^O/^ >J ^^-fe;V(D^^Jg^4.8mg/mHC L 
fe) ^LT^MBt^2 0a (ffi±7°nh3;l/) IM9 0 aoMgR^ 
fg« (»j7"Dh3/l/) &c N jgjgrt (i. p .) fi;#*BiJ&L^o l»ih^nhn;V 
(n=8) JCO^Tfi, lmg/kgteS<7>i§jgT% ^2B@W1 

^<D'&<D5m(D®^ (tg5 0B. !g7 0S, 31120 @, 

tf^HBB) JcfcO-^fco ©ffl*<Dffl]^J:/n h n;I/ ( n =l0) tcoi^Tfi, 
U**-fe;l/ (lmg/kgM) ^9Hg^6r^ttl B43^tc#^.fc 0 igfflS 
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©PJ/Dhn;!/ ( n =l0) TJi, lmg/kgf*MT\ ^90g, 

milBa> £>£tf!f!l3B@&C#;t, ^C^C<OfflSU^;l/(075% (0.75mg/kg{# 

. fei^IM^O^t, mmm^m^nr^^ (blinded to) f@A^<£o 
IllWf^nfc (OttiE^T^t). 4(iilt^«) tcg^Tgfr£ 

nmc&Ki^yzttifx^rco &f&%:mm<t~?%rci£>ic, o~3ox^r-Mffl^ 

fc (0=IE^ l=®tffi«8HH. 2=#cD«0m«^ 3 =MM£#©i&gMs<J; 

CllfcWS, (DTH) ^280@^^L/cTOMT>y-tr^ 

(radiometric ear assay) D ^'J^LfCo 1 . 4W±£)£fcl**g:i3§$[ (radiomet 
ric earindex) It, CW\<Dmm%:f5&%mfro tnC-CII IgGJa{#<D#£Ete, Bfffi 
fi^ffiRt7yfe>f (EL ISA) K:<£ D »£nfc 0 gt26B g^tf 6 n/cM+r 
^T 9 ;!^ 1 : 2560fc:fftflJU ?LTiS^, 490nmtCfettS 5 Pig^ffija (4 

b. MM 

#*-fe^*3SL;fc»«»fci;&fc:, |g^3&Hlt^W3Sc#^bfco TOUT, BS0K$j 
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/^'J^W^Lfciili, MmSCt (weight bear) 

^Lfe^^^^/co Mg^nfcRj^j^^v^T. yt^ymm^mzmf&m 

mmvrc^v hit, rc£?L^>5ix*m^Tt>m'hm'v&t)s m^mmm^m 
vzDuc$o\ l iz>~ry hit, mm^xxfi&mm^i^ u z^ji^wsm-f 

C. 
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&M&g&fo%: (disease-modifying effect) ^L/c 0 /^'J^^KOiftW 
4^1^ 4 0ifi: (q.o.d.) , 5mg/kg (Sli) fifctilOmg/kg (!g2g¥) T 

, ^Wic^mwB^psi^fgw (^9 sb) tc N pmrnm^rcmmzmm 

F*l (i.p-) tS^Lfco ffW^ILT, ^*y**-fe;l/*«:^L;teo HWrfe 
lOBStC, 0.3mg/kg (i.p.) (thfiffll) X\ h M^4Hz— hfcgsgbfc 

o 

^4«, ^hU*t-h (0.3mg/kg) :te<fctf 5-fe;H4/** U #^-tr;l/ (10 
mg/kg) ©ffl^fc.^a^^tt/'co nyhn-;P (fg5ig£> &&TfmmWM* 

tmwMmtznrcu^ji (cmiEire&D, 4aiit^s) jcs^vtw^ 

^fc (0=iE«, 2=#<D#JITO:gL 3=ll^:fO»j; 

If/SfeliSiittjg) (Brahne>^ Arthritis Rheum. 37:839-845, 1994 ; Oliver 
Cell. Immunol. 157:291-299, 1994) 0 MWffl^WfflMffi^ H<DmSk 

0 hn-;l/Sj#itc*5^T. j&H©ffiJ£Wa£tf (064) ^ff^^OTOT 
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mmftcofzmk, imm^^^^t? v (5m g /k g ) ^m^tcmmt 
mm*. &&icmm%: ( P =o.ooo2) Wnmm^m^vtc «4) 0 tolt, m 

si 













6.1 ±0.6 


6.4 ±0.5 


0.199 ±0.0042 










/hhW^^h (03mgyko) 


S.4 ± 0.6 


5.7 ±0.6 


0.182 ± 0.0034 


(n-3) 




(P-NS) 


(p <Q.03J 




4.3 ± 1.8 


4.3 ±1.8 


0.176 ±0.0042 


(5 mg/kg) (r^) 


fp-N3) 


(P-N3) 


(p«O.01) 




2.0 ±0.7 


3.8 ±0.7 


0.162 ±a0194 


(10 rrtg/kg) (n-6) 


(p ■ a ooo2] 


(p »aocc2] 






1.1 ±0.5 


3.6 ± 0.9 


0.164 ±0.0090 


(10 mg/kg)/ 


<p»a.0G0i> 


(psaoooi) 


(p< 0.001) 










(0.3 mg^g)^a^^*7) 









j8fin?8"c**. t ^^tt, assays t& 9 y hi. n>hn— y> 
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rc (p^o.oooo (i§i64) 0 mmffi&pmmmmw celisa) Tv*z^*m^z>t, 

\m^^~?>Km^Z>\gGtrimZ, V ^^JlyTto^XlM^^ (MTX/ 

mmttmi^rc (^65) 0 

mmK, 5-tr;H4/^U^^-b;l/W (lOmg/kg) Sfclt* h his* t-h £ 

(Dm.^t>^^-\,rcmm(oo%, wm(D\9M^M\^rc(Ditz:<^^m^ 
d7~i8%) <mm~e$>irc 0 m^comnxm^mm^mm-v^^ncDm^ 

(72%) i^i^ h h \s^-h*m&-e^m--?z>m !l fa-eit, 4mm^ t> 

(S2) o 







if** 




72% 


4.31 ±0.45 




76% 
(p-N6> 


4.25 * Q.64 
Cp-ns> 




50% 
(P-Nfi) 


3.25 4: 1.S0 




17% 


i.7e ±aeo 

(p <0^03| 


St-H*fc-h (0.3 mo^a) fcs^She 

(n-22) 


18% 

(p • Q.0OO3) 


1,45*0*38 
(p <aoacn) 
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• □ 5>-y>w&mw%: (cia) h<DMj3(Di*k&(Dx'immtt. m&®i<Dm 
o^-ru (72%) „ 

«6B) o ^£i»i#vhy ^xmmf:2*u Wit/ca^otti 

* U ^^-fe^fi^gltfc. CIA^T^ffij^Tti. 

D «6C) , ftTft#7bij 7 m i«{g^T^^A:gP^IE^i;^-e 
SH^n&frofc (H67B) o 

ffM^^n^^Uf^^^-r^fc^tCffF^U/co (mercox) 4? 

(6]#lc^tBbfc«gP*TOJ^prig^: (blind-ended) ^ffllM$T»^ e> 
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h^-t-hffl^^»^ $r£i&mM^jItT£-tf\ M^ntX^ffifL, 

•$nrc 0 mmo&Mo&miZs ^m^s^zfmmv&o, mmt^m^n^n 

IDT^X^, -fe>X73lRJs */*c*ir>^-fei/^7^|RFTlfilWF«gjSii5BH? (VEGF) 
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Wuz/, few; lft^;l/#»0 . J®#&2£14<D «§JSij S/S£i£5£Lfc 
ithfc mS9l3&mo%:0m(D<lt) 0 EponlcSffiU Giesma-e^febfc 1 pm 

c. MS 
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ummcDTTU— L.&mmmit&t>\ M&mmui/vzLy h^^-vrnm^ 

o 

fr*mmLrc 0 2-D(Dshw%, 5^k#«u ^\^xmm<Dm^m:m^^mi, 

. tln. , g±lC'b^mit>m%WfZ>o &fomcty&ffifoT"ffl:Jofa(DWm (2 mm- 3 
mm) ^tf^o 

mm^tltc Y-f—^y h<DM%$*. 'TKBMPiteSOO-L-v hC^I^/^U > 
^*tt£, 4?U h>(PCL)^-X Kn=l0)4><D/^ 1; ^4^-tr;l/(33%) 



(169) #^20 0 1 -5 0 3 7 8 5 

£t<di^> trx> hit, &mmc<— v>g (loo.ooooL- y biommwafa 

U ^^-tr^^-b^co^TtlCMastronardie). J. Neurosci. Res. 36:315-324. 199 
3)f;M£g£nfco Lti^F7^x-'y^7X!i, 70n If— © h *yl/y>*J 

b mobility), Ifrft^&m, Zf-oH 31^.(1 imp tail), fc}> £>^fT 43 £tf?SI&1<fe<D 

^Wit5ii:m^lCtBP-r§(Mastronardie>. J. Neurosci. Res. 36:315- 
324, 1993) 0 

A. MMM^HSM 

2 ^<r>mm$vt. i&mmmm^m^ v ***>)V?u v n-;K2.om g /kg ; 



(170) ^82001-503785 

M T/^PXJ V Z^As-fn V n-;l/(20mg/kg ; 4 |ak 1 Wlc 1 JS) 

+-fe;PT^b/co mm<Dmmi±, 24B^T&ofc(2.0mg/kg/^y^-fe;K 

o 

b. mm. 

U ^I<9F7>xyiZ7 ^^ , >Xii:3O%cO{*SM^(29g^^22g(074))^ 

^<^ffi^JC43l/>T^027BP^iCt3fcoT 1 +^6 4 +^XnT#WTb/c ; 3 
IWICKTOcfrTcoT 1 +OX37©t^T^orc(g 1 ) 0 
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Si 


































(%) 




3 


1 + 


1 + 


1 + 


i + 


0 


















6 


2 +~3 4- 
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